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Prior to the advent of streptomycin, tuberculous 
meningitis was a universally fatal disease. In the past 
decade the diagnosis of this disease has been i:creas- 
ingly attended by hope, and this has been especially 
true since isoniazid has become available. The pur- 
pose of this report is to demonstrate the impact of 
isoniazid on this disease. 

As more patients with tuberculous meningitis sur- 
vive, it becomes feasible to delineate the clinical 
factors which influence the outcome of the disease. 
An attempt to do this is made herein on the basis of 
cases seen at a single institution (Philadelphia Gen- 
eral Hospital). The importance of confining our ob- 
servations to a single hospital lies in the desire to keep 
the case material as uniform as possible. 


Method and Material 


In order to demonstrate the gross effect of recent 
developments in antimicrobial therapy, record room 
statistics were obtained for the years 1943 through 
1955 for patients who were discharged from the hos- 
pital or who died in the hospital with a diagnosis of 
tuberculous meningitis. These statistics were broken 
down according to year of discharge, age of the pa- 
tient, duration of hospitalization, and hospital mor- 
tality. A total of 192 cases was recorded during this 
period of 13 years, and these were arbitrarily divided 
according to era, as follows: (1) 1943-1947, the era 
prior to specific therapy; (2) 1948-1952, the era of 
streptomycin and aminosalicylic acid (PAS); and (3) 
1953-1955, the era when isoniazid was added to the 
armamentarium. 

The majority of the patients in this series were 
proved to have tuberculosis through isolation ot 
tubercle bacilli, either in the cerebrospinal fluid or 
elsewhere in the body, or histologically. Some cases 
were included if the clinical picture, course, and cere- 
brospinal fluid findings were compatible with the 
diagnosis of tuberculous meningitis in association 
with miliary lung disease, a pulmonary primary com- 


* The case histories of 192 patients with tuberculous 
meningitis from 1943 to 1955 were surveyed. During 
the era preceding the introduction of specific therapy 
in 1948, not a single one of 42 patients survived. 
During the subsequent five years, the era of strepto- 
mycin and aminosalicylic acid, the mortality rate was 
84% in a group of 79 patients. After the introduc- 
tion of isoniazid in 1953, the mortality fell to 54% 
in a group of 71 patients. The mortality has been 
lowest in patients under 41 years of age, and has 
been only 19% in a group of 16 patients less than 
11 years old. No evidence was found to justify the 
continued use of the intrathecal route for administer- 
ing streptomycin. Patients in whom the meningitis is 
accompanied by miliary tuberculosis have done as 
well, since the introduction of isoniazid, as those with- 
out miliary tuberculosis. 


plex, or known exposure to tuberculosis in the family. 
The type of patient was limited to that which is 
usually seen in a large municipal general hospital— 
individuals from the lowest socioeconomic stratum of 
urban society admitted to the hospital relatively late 
in the course of the disease, and often afflicted with 
serious complications. 

The details of therapeutic regimen will not be de- 
scribed because variation was considerable. In gen- 
eral, specific therapy was that which was generally 
practiced at the time of admission. Thus, streptomy- 
cin was used alone in the earlier years of the second 
era for relatively short courses of therapy; aminosali- 
cylic acid was added later, and the duration of therapy 
was lengthened progressively. In the third era, iso- 
niazid was used in conjunction with the other two 
drugs. Medication was given orally or parenterally, 
as indicated. Streptomycin was administered intra- 
thecally to children consistently throughout the years, 
but after 1951, its use in persons beyond the age of 
13 years was abandoned almost entirely. 
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Mortality Rates 


The gross mortality rates for the three eras are as 
follows: Prior to 1948, not a single one of 42 patients 
survived tuberculous meningitis in this institution. 
During the subsequent five years, the mortality rate 
was 84% in a group of 79 patients; and in the iso- 
niazid era it fell to 54% in a group of 71 patients. The 
mortality rates with respect to age during these three 
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eras are shown in the figure. In the streptomycin- 
aminosalicylic acid era there was a slight fall in the 
death rate, but this was not very marked, even in the 
youngest age group; the rates were 75% in a group 
of 20 patients under 11 years of age, 83% in a group 
of 29 patients 11 to 40 years of age, and 86% in a 
group of 29 patients 41 years or older. However, the 
advent of isoniazid led to a marked decline in the 
percentage of deaths in patients under 41 years of 
age, particularly in the age group under 11 years; 
during this era rates were 19% in a group of 16 pa- 
tients under 11 years of age, 47% in a group of 32 
patients 11 to 40 years of age, and 86% in a group of 
22 patients 41 years or older. 

It is of interest that the addition of isoniazid had 
absolutely no effect on the mortality rate for patients 
over the age of 41 years, had a moderate effect on the 
mortality rate for young adults, and had a marked ef- 
fect on the mortality rate for children. These curves 
strongly suggest that, in view of the fact that use of 
streptomycin intrathecally was restricted almost en- 
tirely to the treatment of children in the isoniazid era, 
age may be a far more important factor than intra- 
thecal therapy in the outcome of the disease, since a 
considerable reduction in mortality occurred among 
young adults who did not receive streptomycin in- 
trathecally. 

The duration of hospital stay in months clearly 
demonstrates that death usually came rapidly prior 
to the advent of streptomycin. Thirty-five of the 42 
patients who died during this era were hospitalized 
for less than one month, 6 from one to three months, 
and one less than six months. Duration of hospitaliza- 
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tion was also short for those who died during sub- 
sequent years, despite the improvement in prognosis 
with improvements in therapy. Thirty-nine of the 66 
patients who died during the second era were hos- 
pitalized less than one month, 12 from one to three 
months, 8 from four to six months, 6 from seven to 
nine months, and one for more than nine months. 
Twenty-seven of the 38 patients who died during the 
isoniazid era were hospitalized for less than one 
month, 9 from one to three months, and 2 for more 
than nine months. 


Results of Isoniazid Therapy in Forty-one Patients 


Since the most dramatic therapeutic results were 
obtained in the isoniazid era, the records of 41 pa- 
tients whose therapy included isoniazid were reviewed 
in detail in a search for important factors that influ- 
ence results. Only those patients admitted prior to 
Jan. 1, 1955, were included, so that it would be pos- 
sible to obtain follow-up information for at least 21 
months after admission. 

Since the number of cases is relatively small, the 
analysis is limited in significance in some respects. 
Twenty-three of these patients died in the hospital 
and 18 were discharged alive. Table 1 lists the factors 
which were considered as having a possible influence 
in the outcome of the disease and gives comparative 
figures for those patients who died and those who 
were discharged alive. 


TaBLe 1.—Possible Factors in Prognosis of Tuberculous 
Meningitis During Isoniazid Era 


18 Patients 
23 Patients Discharged 
Factor Who Died, No. Alive, No. 
Age, Yr 
7 
Duration of condition before admission, wk. 
Mental State 
2 4 
Acid-fast bacilli in cerebrospinal fluid ....... 15/21" 8/18" 
Complications 
9 5 
Therapeutic factors 
Intratheeally given streptomycin ........ 1 ll 


* Denominator of fraction indicates number of cases tested. 


Age is seen to be a potent factor, as previously 
described. The number of white patients was small, 
and only one of five died; but in the majority of 
Negroes the outcome was fatal. Sex was not an im- 
portant factor, but, among those patients who were 
less than 41 years old, 8 of 15 males died, whereas 3 
of 12 females died. If the same ratios should persist 
in a larger series of cases, then this condition in women 
would appear to have a better prognosis. 
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Among the 23 patients who died, 8 had been ill less 
than one week before admission, whereas, among 18 
patients discharged alive, only one had been ill less 
than one week before admission. This is in contrast to 
what is usually reported in the literature, namely, that 
the mortality rate is lower among patients with a short- 
er duration of illness, and no explanation for this dis- 
crepancy is apparent. Furthermore, the mental state of 
the patient on admission, a factor which is usually con- 
sidered of great importance in the outcome of the dis- 
ease, did not appear to differ significantly between 
these two groups of patients. Also, the figures for pres- 
ence of acid-fast bacilli in the cerebrospinal fluid and 
incidence of complications did not appear to be sig- 
nificantly different. Most of the complications were 
tuberculous in both groups of patients. 

Meningitis was recurrent in two of the patients dis- 
charged alive. Cortisone was used in three patients. 
and all of these died (one developed miliary-menin- 
geal tuberculosis during treatment of pulmonary tuber- 
culosis thought to be sarcoid with cortisone alone ). 
Streptomycin was administered intrathecally to 12 
patients; all but one were children, and only one of 
these was in the group of patients who died. The sig- 
nificance of this observation is open to speculation be- 
cause age is a factor which complicates its interpreta- 
tion. Furthermore, it must be remembered that many 
of the patients who die do so before there is any op- 
portunity to give much intrathecal therapy. Among the 
11 children under 11 years of age in this series, 3 died, 
and these did so within one to four days after the start 
of treatment. Therefore, one could argue that intra- 
thecally given streptomycin, if it has any real value at 
all, is of value only in those individuals who are 
favored to survive by virtue of other factors. 

Table 2 presents the initial cerebrospinal fluid find- 
ings in those patients who died and those who sur- 
vived. The important findings are as follows: The 
initial pressure was not below 200 mm. H.O in any 
patients who survived but was below this level in 6 
of 13 who died. The protein level did not exceed 300 
mg. per 100 cc. in those who survived but did exceed 
this level in 4 of 19 who died. The chloride concentra- 
tion was not below 585 mg. per 100 cc. in any patients 
who survived but was less than this level in 7 of 16 
who died. It thus appears that the chloride concentra- 
tion in the initial specimen was of definite prognostic 
value. No correlation was found between chloride 
concentration and the mental state, but there may be 
some correlation between chloride level and the pres- 
ence of tubercle bacilli in the cerebrospinal fluid, be- 
cause positive cultures were obtained in 6 of 7 patients 
with chloride levels below 585 mg. per 100 cc. but in 
only 12 of 24 patients with higher chloride concentra- 
tions. 

Seven surviving patients had various sequelae; six 
of these were children treated with intrathecally given 
streptomycin. This suggests that, if intrathecally given 
streptomycin has any value, it may be a two-edged 
sword. In five patients there was damage to the eighth 
cranial nerve, and four had diminished vision, includ- 
ing one with complete blindness. Transverse myelitis, 
hydrocephalus, and decerebrate rigidity occurred in 
one patient each. 
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Follow-up information was obtainable in 15 of the 
18 patients discharged alive. All 15 were alive with 
no evidence of meningeal reactivation 21 to 45 months 
after admission to the hospital. It therefore appears 
that survival for prolonged periods may be expected 
once the acute phase of the disease is passed. 


Comment 


It is generally agreed that untreated tuberculous 
meningitis is universally fatal. There are rare excep- 
tions to this statement, such as the case reported by 
Cullen ' involving an organism of low virulence. How- 
ever, for practical purposes, until the discovery of 
streptomycin, a diagnosis of tuberculous meningitis 
spelled death. The prognosis of this disease has pro- 
gressively improved since then, and reports since 
1952* have demonstrated a marked additional re- 
duction in mortality with the use of isoniazid, with or 
without streptomycin and aminosalicylic acid. 

Isoniazid has some advantages in comparison to 
other drugs: 1. It is the most potent antituberculosis 
agent available, on a weight-for-weight basis. 2. The 
molecule is small and diffuses readily throughout the 
body, including the cerebrospinal fluid. 3. It is as 
effective against intracellular tubercle bacilli as it is 
against extracellular organisms.’ 4. It has a low degree 
of toxicity. 5. It may be administered either orally or 


TaBLeE 2.—Initial Cerebrospinal Fluid Findings in Patients 
with Tuberculous Meningitis During Isoniazid Era 


23 Patients Who Died 18 Patients Who Survived 


No. No 
Test Tested Range Tested Range 
Initial pressure....... 13 110-340 mm. HeO 9 200-375 mm. HeO 
19 50-750 mg./100 ee. 14 60-300 meg./100 ce 
White blood cells... 2 15-700/eu. mm. 17 15-70/eu. mm. 
21 10-75 mg./100 ce. 14 10-62 mg./100 ce 
16 444-675 mg./100 ce. 15 585-710 me. /100 ce 


intramuscularly with convenience. 6. It has definite 
prophylactic value, in that tuberculous meningitis 
does not usually occur during the course of treatment 
of other forms of tuberculosis, as frequently happened 
during treatment with other agents prior to the de- 
velopment of isoniazid. 

Two cases of meningitis occurring during therapy 
of extrameningeal tuberculosis with isoniazid have 
been reported recently,’ but this untoward event is 
quite rare and may be due to inadequate dosage. Re- 
cently we have seen two patients who appeared to 
develop meningitis while under alleged therapy with 
isoniazid, but careful investigation revealed that both 
of them had failed to take the medicament, except 
sporadically. The first patient died of his meningitis 
before this was discovered. The second patient was 
treated for tuberculous laryngitis on an outpatient 
basis and was hospitalized when miliary-meningeal 
disease developed. The institution of careful medica- 
tion in the hospital resulted in prompt response of the 
disease. 

It is apparent that isoniazid has had a powerful 
impact on tuberculous meningitis. Several other 
agents, such as BCG vaccine * and the steroid hor- 
mones, have been used in conjunction with this anti- 
microbial agent, with report of favorable results; but, 
in view of the excellent results achieved with isonia- 
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zid alone, it is difficult to evaluate the effect of these 
additional agents in the absence of a large, controlled 
series. 

The question as to whether intrathecally given 
streptomycin is required remains unanswered. The 
advent of isoniazid has deemphasized the use of intra- 
thecally given streptomycin because the results of 
current therapy have been so good. However, contra- 
dictory reports continue to appear in the literature. For 
example, Smellie ** has reported excellent results in 
the treatment of 15 children without intrathecally given 
streptomycin, whereas Lorber * felt that isoniazid does 
not eliminate the need for this drug because some chil- 
dren in his series showed deterioration after the com- 
pletion of one course of 45 intrathecal injections. 

It is fair to say that use of intrathecally given strep- 
tomycin was largely abandoned in the United States 
prior to the discovery of isoniazid, except in the treat- 
ment of children. It is therefore difficult to separate 
the factor of age from the effect of intrathecal therapy 
in the outcome of the disease. Better results have 
always been reported in the treatment of children 
than in the treatment of adults. This is borne out by 
the curves in the figure, which show a slightly better 
prognosis for the condition in children during the 
streptomycin-aminosalicylic acid era. During the 
isoniazid era, the mortality rate fell markedly for both 
children and young adults, despite the fact that the 
latter were not treated with intrathecally given strep- 
tomycin. If mortality is proportional to age, it would 
appear that age is a more important factor than in- 
trathecal medication, but unfortunately our data do 
not resolve the controversy. 

The survival of increasing numbers of patients with 
tuberculous meningitis permits the assessment of 
various clinical factors from a prognostic standpoint. 
The factors of age and race are generally accepted as 
important ones, and this is supported by our data. The 
influence of sex cannot be determined from the small 
number of cases in our series. The same is true of the 
duration of illness prior to admission and mental 
status on admission, although these factors are con- 
sidered to be of great significance in many reports in 
the literature. The presence of tubercle bacilli in the 
cerebrospinal fluid likewise seems of little importance. 

The presence of various complications would seem 
to be of some importance in the individual case, al- 
though our gross figures do not bear this out when the 
surviving group is compared with the nonsurviving 
group in the isoniazid era. This is probably due to 
the fact that other forms of tuberculosis also respond 
very well to present-day antimicrobial therapy. This 
observation is particularly well exemplified by a com- 
parison of the two groups of cases with respect to 
miliary pulmonary tuberculosis; there were 8 cases 
among the 23 patients who died and 7 among the 18 
who survived. The Veterans Administration—Army- 
Navy cooperative study * presents survival curves 
which show no significant difference whether the 
meningitis is accompanied by miliary tuberculosis or 
not when the therapy includes isoniazid. This is in 
contrast to the results prior to isoniazid, when the 
prognosis was worse in the presence of miliary tuber- 
culosis. 
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The significance of a previous attack of tuberculous 
meningitis is not clear because the number of cases is 
too small to permit conclusions to be drawn. It may 
be, however, that, in the only two instances of second 
attack among our patients, the patients survived this 
attack because of a selective factor. A patient who is 
favored to survive one attack of meningitis is probably 
in the same favorable position when meningitis recurs, 

The influence of cortisone cannot be evaluated in 
this series because it was used in only three cases and 
two of these were terminal when steroid therapy was 
instituted. In the other case, cortisone was used to 
treat pulmonary tuberculosis thought to be sarcoid 
without antimicrobial therapy, and the tuberculous 
meningitis which ensued may have been due to corti- 
sone. The study of cerebrospinal fluid findings con- 
firms the prognostic value of the chloride determina- 
tion as indicated by Gierson and, Marx.® 

It is difficult to evaluate the role of the disease per 
se versus therapeutic procedures in the development 
of sequelae. The fact that six of the seven patients 
with sequelae had received streptomycin intrathecally 
is suggestive of a cause-and-effect relationship. This 
certainly detracts from any possible benefits to be 
expected from this form of medication. Therefore, in 
view of the marked efficacy of isoniazid, it would be 
well to attempt to resolve the conflict over intra- 
thecally given streptomycin in the treatment of tuber- 
culous meningitis. 


Summary and Conclusions 


The mortality rate for patients with tuberculous 
meningitis for the period 1943 through 1955 was 
studied at the Philadelphia General Hospital. The 
advent of isoniazid in 1952 has had a marked impact 
on the mortality rate, particularly in children and to 
a lesser extent in young adults. The condition in older 
patients continues to have a poor prognosis. When 
death from this condition occurs, it is usually during 
the first month after admission to the hospital. 
Eighteen of 41 patients treated with isoniazid plus 
other agents were discharged alive, and 15 are known 
to have survived 21 to 45 months. 

The prognostic value of clinical factors other than 
age of the patient has not been striking in this series, 
although a low initial cerebrospinal fluid chloride con- 
centration appears to indicate a poor prognosis. Any 
possible value of therapy with intrathecally given 
streptomycin has been obscured by the age factor and 
the potency of isoniazid, and intrathecal therapy is 
often associated with central nervous system sequelae. 
No evidence has been obtained to commend this form 
of treatment. 


Lankenau Medical Building (31) (Dr. Flippin). 
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WHY HAVE WE NOT ACCEPTED BCG VACCINATION? 


REPORT BY THE MEDICAL ADVISORY COMMITTEE OF RESEARCH FOUNDATION 


It is estimated that some 150 million persons have 
been vaccinated with BCG throughout the world. In 
many countries, such as France, Norway, Denmark, 
Japan and Brazil, BCG vaccination has become manda- 
tory by law. The extensive laboratory and clinical 
studies done on BCG far exceed work done on other 
vaccines. This has been climaxed by the recent study 
carried out by the Medical Research Council of Great 
Britain,’ which constituted one of the best-planned 
and best-controlled studies on the efficacy of BCG 
vaccination. The results were unequivocal and con- 
firmed other controlled studies made in the United 
States and other countries. There was a marked reduc- 
tion of the incidence of tuberculosis in the vaccinated 
persons as compared with the nonvaccinated tuber- 
culin-negative controls. 

The American Trudeau Society has recommended 
the use of BCG vaccination for those individuals who 
will be unavoidably exposed to tuberculosis, for groups 
considered to have inferior resistance, and for those 
who live in communities in which the tuberculosis 
mortality is unusually high. These recommendations 
have been accepted by the U. S. Public Health Service 
and recognized by the Council on Drugs of the Ameri- 
can Medical Association. Notwithstanding these recom- 
mendations, the use of BCG has not been extensively 
implemented in the recommended groups. In this re- 
gard, Dr. James E. Perkins,’ managing director of the 
National Tuberculosis Association. has stated, “I be- 
lieve the time is overdue when all individuals inter- 
ested in tuberculosis contro] should make a strong 
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* There is a need for vaccination against tuberculosis 
in the United States because the number of new cases 
reported annually remains high despite the dramatic 
decline in mortality. The safety of BCG vaccine has 
now been tested by millions of vaccinations in many 
countries, and the introduction of the multiple puncture 
method of administering it has practically eliminated 
all complications after vaccination. The advent of the 
freeze-dried vaccine has made it possible to stand- 
ardize completely the viability, potency, and sterility 
of BCG vaccine as well as to determine its safety be- 
fore distribution. Recent studies comparing vacci- 
nated with unvaccinated groups of children have 
been carried out under especially rigorous conditions 
and leave no doubt that the reduction in the in- 
cidence of tuberculosis was due to BCG vaccine. 
There is reason to believe that this reduction will 
more than compensate for the decline in usefulness 
of the tuberculin test for the determination of inci- 
dence of infection in localized areas of high preva- 
lence. BCG vaccination has several advantages over 
chemoprophylaxis. The evidence now available 
argues strongly for the vaccination of infants and 
children against tuberculosis in areas of high in- 
cidence and for those individuals who will be un- 
avoidably exposed to tuberculosis (medical and nurs- 
ing students, individuals in tuberculosis households, 
etc.), with revaccination at suitable intervals in order 
to maintain as high a level of immunity as possible. 


effort to see that BCG is used as widely as possible 
within the framework of the ATS [American Trudeau 
Society] statement.” ** 

Indeed, it has often been asked why the United 
States has lagged so far behind other countries in 
availing itself of the protection against tuberculosis 
afforded by BCG vaccination. In the United States, 
objections to the use of BCG vaccine have, for the 
most part, centered around the following points: 1. Is 
there a need for BCG vaccination in the United States? 
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2. Is BCG safe? 3. Is BCG sufficiently well standard- 
ized? 4. Is BCG effective in the prevention of tuber- 
culosis in humans? 5. Will the usefulness of the tuber- 
culin test be lost as a diagnostic measure? 6. With 
chemoprophylaxis, is vaccination necessary? 


Is There a Need for BCG Vaccination in the 
United States? 


With the increase in the standard of living and with 
the advent of chemotherapy and improved surgical 
techniques, there has been a dramatic drop in the 
mortality from tuberculosis in recent years. However, 
the number of newly reported cases remains high. For 
example, there were approximately 100,000 newly re- 
ported cases in 1930 and in 1954. It has been estimated 
that there are 1,200,000 cases of active or inactive 
tuberculosis present in the United States, of which 
approximately 400,000 are active. Dr. Edward T. 
Blomquist,’ medical director and chief of tuberculosis 
program, division of special health services, U. S. Pub- 
lic Health Service, reported that 55% of the tuber- 
culosis patients are in hospitals and 45% are at home. 
He estimated that 87% of the patients at home had 
advanced cases and the bacteriological status of the 
sputum was unknown in half the cases, while half 
were discharged from hospitals against medical advice 
and 40% received no drugs or bed rest. In many large 
cities there are districts where the incidence of newly 
reported cases is four or more times that of the national 
average. In such areas in Chicago, for example, 11% 
of the elementary school children and 31% of the high 
school children react to 10 tuberculin units (0.1 ml. of 
1:1,000 O.T.). 

This evidence clearly demonstrates that tuberculosis 
is still a serious problem in many areas of the United 
States and that an effective vaccine would be of a 
material aid in the control of tuberculosis in these 
regions. 


Is BCG Safe? 


Local untoward reactions after BCG vaccination 
have been described, especially after use of the intra- 
dermal method in infants and children. However, the 
multiple puncture method,* practiced in the United 
States by more than 400 users in 47 states, has prac- 
tically eliminated all complications after vaccination. 
Other complications, such as local lupus vulgaris and 
ocular lesions, have never been described in this coun- 
try where the multiple puncture method was used. 

In recent Scandinavian literature, four cases > have 
been reported in which it was suspected that the fatal 
outcome in individuals vaccinated with BCG was due 
to the vaccine. In a review of these cases, it was stated 
that the organisms isolated were acid-fast but nonpath- 
ogenic for guinea pigs. It was stated that many of the 
cultural and chemical properties resembled those of 
BCG. The possibility of atypical tubercle bacilli other 
than BCG being implicated in the four fatal cases must 
be considered, since such organisms not infrequently 
cause clinical disease in the Scandinavian countries 
and elsewhere. Falkmer and co-workers,” who re- 
ported on one of these cases, stated that it was im- 
possible at the present stage of research to prove 
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unequivocally that BCG was the cause of death in this 
case. In three of the four reported deaths, the same 
vaccine or vaccine from the same lot was given to 
other children and adults without any ill-effect. Fur. 
thermore, it is the opinion from Scandinavia that, even 
if one accepted as fact that the deaths in the above 
four cases were the result of BCG vaccination, con. 
sidering the millions of vaccinations which have been 
performed in the Scandinavian countries without un. 
toward effects, there would be no reason to change 
the practice with regard to the administration of BCG 
vaccine.° 


Is BCG Sufficiently Well Standardized? 


Variations in the potency of BCG vaccine have been 
reported.’ However, with the advent of freeze-dried 
vaccine, it is now possible to completely standardize 
the viability, potency, and sterility of BCG as well as 
to determine its safety before distribution. It has been 
shown that vaccine can be stored for periods up to 
four years with relatively little loss in its effectiveness. 
However, one must always be on the alert for the 
possibility of a drop in the immunizing potency of a 
given strain. Dr. Gilbert Dalldorff, director, division of 
laboratories and research, New York State Department 
of Health, stated, “BCG is standardized as well as 
vaccinia. As a matter of fact, biological standardiza- 
tion short of bacterial extracts is a pretty uncertain 
thing.” Geoffrey Edsall, editor of the Journal of 
Immunology, states, “However, it is interesting to 
note that more convincing statistical significant evi- 
dence has been accumulated for the efficacy of such 
bacterial vaccines, as for example, BCG strain of 
Mycobacterium tuberculosis, or pertussis vaccine, than 
it has been possible to collect even for diphtheria or 
tetanus toxoids. This is not said to imply that the toy- 
oids are not highly effective.” * 


Is BCG Effective in Prevention of Tuberculosis 
in Humans? 


The following section is quoted from an article by 
Youmans 


Numerous controlled studies have been carried out to deter- 
mine the efficacy of BCG vaccination for the prevention of tu- 
berculosis in humans. Rosenthal [*] tabulates 29 such controlled 
studies in his recent book and the reader is referred to this pub- 
lication for full details. The majority of these studies show a 
lower incidence of tuberculous infection and tuberculous mortal- 
ity in the vaccinated individuals as compared to the nonvacci- 
nated individuals. Because of the impossibility of carrying out 
a completely objective evaluation of the efficacy of a vaccine 
such as BCG, all of these reports are subject to a greater or 
lesser degree of criticism. However, the cumulative weight of 
evidence in favor of the effectiveness of BCG is impressive. 

Some of the more valid studies are: Ferguson’s study on the 
vaccination of newborns in Canada; Rosenthal and associates 
studies on the vaccination of Negro and white newborns in 
Chicago [*]; Aronson and co-workers’ ['°] studies on vaccina- 
tion among American Indians; Hyges’ study on vaccination of 
school children [''] ; the U. S. Public Health Service studies in 
Puerto Rico ['?]; Heimbeck’s study of BCG vaccination in 
nurses, [**] 

The most recent and the best controlled study was initiated 
in 1950 by the Tuberculosis Vaccine Clinical Trials Committee 
of the Medical Research Council of Great Britain ['] and 
included nearly 56,000 male and female students in secondary 
schools between 14% and 15 years of age since the incidence o! 
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tuberculosis in Great Britain rises markedly at the age of 15. 
The experiment was carried out in the heavily populated areas 
of North London, Birmingham and Manchester. Those children 
who had had known contact with a case of tuberculosis within 
two years were excluded from the trial. 

All eligible children were given tuberculin tests and chest 
x-rays were taken. The first tuberculin test consisted of 0.1 ml. 
of a 1:3000 dilution of Old Tuberculin (3 TU). If negative to 
this strength, they were retested with 0.1 ml. of 1:100 dilution 
of Old Tuberculin (100 TU). Those children found to be 
negative to the largest dose of tuberculin were divided into 
two groups according to the final digit of the serial number 
appearing on their record cards. The children of one group 
were vaccinated intradermally with 0.1 ml. (0.075 mg.) of a 
freshly prepared liquid vaccine which was obtained from the 
State Serum Institute in Copenhagen. Nearly 94 per cent of the 
participants were followed for the first thirty months and a 
somewhat lesser number were followed over a period of 4 years. 
The children were contacted three times and a final tuberculin 
test and chest x-ray were given. The films were reviewed by an 
independent assessor who was kept unaware of the results of 
the tuberculin test and did not know whether vaccination had 
been performed. 

During the first two-and-one-half years, there were 13 cases 
of tuberculosis amongst the BCG vaccinated group which gave 
an annual incidence of 0.37 per 1,000 and there were 64 cases 
in the tuberculin negative nonvaccinated group, an incidence of 
1.94 cases per 1,000 children. During the period between two- 
and-one-half and four years after the start of the study, 38 
additional cases occurred in the unvaccinated group, and 5 in 
the BCG vaccinated group. This indicated that BCG vaccine 
retained its effectiveness for as long as four years. 

There can be no question in this study but that the reduc- 
tion in the incidence of tuberculosis was due to BCG. The 
random allocation of children to the two groups, the freedom 
from bias in the assessment of the occurrence of cases and the 
severity of cases make any other conclusion impossible. One 
statement on the efficacy of BCG vaccination in this study 
reads as follows: “According to the present results, if none of 
the tuberculin negative entries had been vaccinated, 165 cases 
of tuberculosis would have been expected among them within 
30 months of entry. If all of them had received BCG vaccine, 
30 cases would have been expected. The difference of 135 
cases represents a reduction of 82 per cent in the incidence of 
tuberculosis in the tuberculin negative group.” 

Results obtained from such a carefully conducted and con- 
trolled experiment can leave no doubt in the mind of an un- 
biased observer that BCG afforded a substantial protection 
against tuberculous disease. Taken together with the results of 
the numerous other studies, the evidence to this effect be- 
comes overwhelming. If we accept the conclusion that BCG 
vaccine may effect an average of 80 per cent reduction in the 
incidence of tuberculosis in vaccinated individuals over a 4 
year period and that it practically eliminates tuberculous 
meningitis in the first years of life, BCG then becomes one of 
the most effective vaccines available for the protection of man 
against an infectious disease. 


Will the Usefulness of the Tuberculin Test Be Lost 
as a Diagnostic Measure? 


In the diagnosis of active tuberculosis the value of 
the tuberculin test is not paramount, since various 
laboratory tests, including determination of sedimenta- 
tion rates and making of x-rays, are used to make the 
final diagnosis. However, the possibility that the use- 
fulness of the tuberculin test might be lost to the 
epidemiologist must be considered. This is particularly 
true in areas where the rate of tuberculous infection 
is low. Under these conditions, the detection of a small 
proportion of the infected individuals by means of the 
tuberculin test becomes worthwhile. Where the inci- 
dence of tuberculous infection is high, however, as in 
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certain sections of many of our large cities, the de- 
termination by means of the tuberculin test that the 
majority of the population is infected is of little value. 
The appropriate control measures can be applied just 
as easily to the whole population as to the majority 
found to be tuberculin positive. Furthermore, with the 
more widely accepted method of yearly x-ray examina- 
tion, active cases of tuberculosis are located directly, 
so that there is less need for using the indirect method 
of first ascertaining where tuberculin reactors are and 
then finding active cases by x-ray. The question should 
be seriously considered whether an 80% reduction in 
the incidence of tuberculous disease in vaccinated in- 
dividuals, as suggested by the British study,' might not 
more than compensate for the lack of the usefulness 
of the tuberculin test for the determination of the 
incidence of infection in these localized areas of high 
prevalence. 


With Chemoprophylaxis, Is Vaccination Necessary? 


One must distinguish between the management of 
those individuals with negative tuberculin reactions 
and the management of individuals who are recent 
convertors. 

Persons with Negative Reactions.—In the manage- 
ment of those with negative tuberculin reactions, there 
is a choice of using BCG or chemoprophylaxis. BCG 
is preferable because (1) it raises the patient's immu- 
nity to tuberculosis, (2) its effect lasts for several years, 
(3) it has had a large-scale trial, and (4) after vacci- 
nation it is effective without further cooperation on the 
part of the patient. Chemoprophylaxis on the other 
hand (1) does not raise immunity of itself, (2) sup- 
presses tubercle bacilli only during the period the drug 
is taken, (3) is experimental, and (4) requires con- 
tinued patient cooperation over a period of many 
months. 

“Recent Converters.”—Isoniazid has been suggested 
for “recent converters,” especially in infants under 2 
years of age and nurses. It is recommended that treat- 
ment be given daily and continued for one year. This 
method should not be considered as a substitute for 
use of BCG, but as an adjunct to it, that is, in con- 
verters who have not been vaccinated or in vaccinated 
persons who have a marked augmentation of their 
tuberculin reaction, but particularly in all persons with 
x-ray evidence of the disease. In March, 1956, Waring, 
who was among the first to recommend the treatment 
with isoniazid of recent converters, stated, “I think 
negative reactors to the tuberculin test among highly 
exposed persons should have BCG vaccination. This 
would include nurses, medical students and children in 
tuberculous families. On the other hand, if you do not 
approve of this, one must surely seriously consider 
chemotherapy of recent converters with or without 
x-ray pulmonary signs.” It is understandable that one 
may expect even greater difficulties in the administra- 
tion of a chemoprophylaxis program aimed against 
tuberculosis among civilians than was experienced 
under military conditions with the chemoprophylaxis 
of malaria and gonorrhea. The possibility of the de- 
velopment of resistance to isoniazid by the infecting 
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organism must also be considered. Furthermore, it is 
known that, before tuberculin sensitivity develops, the 
infecting organism probably has already multiplied, 
disseminated, and produced pathology. Dr. Edith M. 
Lincoln, of New York University—-Bellevue Medical 
Center states, “In a study over a period of about 15 
years, just before chemotherapy, we found that over 
85% of children under 2 years of age with positive 
tuberculin test showed either parenchymal or node in- 
volvement or both.” (It should be emphasized that this 
was a group of consecutive cases all found on wards 
of a pediatric service.) Since isoniazid does not kill 
all of the virulent tubercle bacilli in the animal host, 
these organisms will remain as a constant source of 
danger. Every effort should be made to minimize the 
multiplication of virulent organisms within the body. 

It has been shown experimentally that, after BCG 
vaccination, virulent tubercle bacilli tend to remain 
localized at the site of reinfection ** and multiplication 
of the organism in the host is inhibited.™* 

Again quoting from Youmans ™: 


The usefulness of vaccination has been questioned on the 
basis that since the majority of cases of tuberculosis occurs 
among the tuberculin positive individuals and that, therefore, 
BCG vaccination of the tuberculin negative portion of the 
population would not exert much influence on the incidence of 
disease, ['?] 

This misses the point that, had the tuberculin positive in- 
dividuals been vaccinated prior to the time of their initial ex- 
posure to virulent tubercle bacilli, the incidence of tuberculous 
disease in this group might have been reduced to an appreciable 
degree. This situation actually provides a strong argument for 
the vaccination of infants and children, in areas of high inci- 
dence, against tuberculosis, with revaccination at suitable in- 
tervals in order to maintain as high a level of immunity as 
possible. Such a procedure, if instituted now, might not pro- 
duce an immediate large effect on the incidence of tuberculosis 
in these regions, but if the results of the British study are true 
criteria of the effectiveness of BCG vaccine, might easily result 
in a future decrease in the incidence of tuberculosis of signifi- 
cant proportions. 

Even though such a program might have an appreciable in- 
fluence on the incidence of the disease in certain areas of the 
United States in the next generation, it should never be con- 
sidered a substitute for the time-honored and _ time-tested 
principles of tuberculosis control. The detection, isolation and 
treatment of active cases to render them noninfectious, must 
be recognized as the most effective tuberculosis control methods. 
BCG vaccination should be considered as an adjunct to such 
procedures. 


70 W. Hubbard St., Chicago 10 (Research Foundation). 
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Research Foundation is composed of a group of prominent 
public-minded lay citizens and doctors whose aim it is to assist 
other organizations and individuals in developing methods and 
materials for the prevention of tuberculosis (incorporated as a 
nonprofit corporation under the laws of the State of Illinois, 
June 26, 1947). 
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Fatal Accidents Among Cyclists.—Youngsters 5 to 14 years of age account for two thirds of the 
approximately 600 lives lost in the United States each year in accidents involving bicyclists. . . . 
Inasmuch as many of these riders are too young to be familiar with traffic regulations or aware 
of their significance, motorists need to exercise particular caution when they meet cyclists on 
the road or when they drive through residential and other areas frequented by bicyclists. Some 
detail regarding bicycle accidents is available from the death claim records of 151 Industrial 
policyholders of the Metropolitan Life Insurance Company who were killed in this way dur- 
ing the four years 1952-55. ... Males accounted for 137 of these deaths; this was nearly 10 times 
the number among females. Half of the fatalities among the males were concentrated in the 
five-year age group 10-14; an additional one fourth occurred in the two adjacent age groups, 
5-9 and 15-19, combined. Collisions with motor vehicles were responsible for four out of every 
five deaths in this study. Most of these collisions were with passenger automobiles.—Fatal Acci- 


dents Among Cyclists, Statistical Bulletin Metropolitan Life Insurance Company, August, 1956. 
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DECREASED RED BLOOD CELL—SURVIVAL TIME IN 
PATIENTS WITH PORTAL CIRRHOSIS 


CORRELATION OF LABORATORY AND CLINICAL FINDINGS 


Frances A. Allen, M.D., Kansas City, Kan., Marie H. Carr, M.A., Kansas City, Mo. 


Arthur P. Klotz, M.D., Kansas City, Kan. 


Determination of red blood cell-survival time is 
the most direct measurement of the rate of red blood 
cell destruction. By the Ashby' differential agglutina- 
tion technique, introduced in 1919, the life of the red 
blood cell was found to be 120 days. In 1950, Sterling 
and Gray * described the use of radioactive chromium 
(Cr°'), added to erythrocytes in vitro as sodium 
radiochromate, in the determination of red blood cell 
mass, blood volume, and survival time. An increasing 
number of reports in the literature * regarding red 
blood cell-survival times and blood volumes in normal 
and in various disease states indicate the usefulness 
of this procedure. 

The method establishes the presence of a normal 
“half-life” of 30 to 40 days; this is no contradiction of 
the older finding of 120 days as the “life” time of a 
red blood cell. Jones and co-workers * reported an ap- 
parent red blood cell half-life of 33 days + 3.2 days. 
Sutherland and co-workers “ reported a mean of 32.5 
days, and Necheles and co-workers “ reported a range 
of 30 to 40 days. 

Our study was carried out to determine the presence 
or absence of decreased red blood cell-survival time in 
patients with portal cirrhosis and to correlate the 
survival time with other physical and laboratory find- 
ings in the same patients. 


Method 


Twelve male patients of the Kansas City Veterans 
Administration Hospital, Kansas City, Mo., were se- 
lected for study. All had clinical and laboratory 
evidence of cirrhosis. Needle biopsy, observation at 
surgical operation, or autopsy confirmed the diagnosis 
in nine of these cases. The remaining three patients 
had low prothrombin times, low platelet counts, or 
ascites, which contraindicated liver biopsy. No patient 
had evidence of acute or chronic blood loss. 

Two groups of patients were studied. In group 1 
there were seven patients and two controls. In group 
2 there were six patients and two controls. One pa- 
tient was studied twice, once as a member of each 
group; he is identified by the case numbers 6 and 14. 
The procedure used for determination of red blood 
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¢ Twelve patients with clinical and laboratory evi- 
dence of cirrhosis were compared with four healthy 
men with respect to hematological findings. The 
laboratory tests included determination of the half- 
life of the red blood cells by a methd involving the 
use of sodium radiochromate to labe! the subject's 
red blood cells. The red blood cell half-life for the 
12 cirrhotic patients ranged from 21 to 37 days. 
Patients whose red blood cells manifested a short- 
ened half-life were more likely than other patients 
to have an indirect serum bilirubin level of 1.8 mg. 
per 100 ml. or above, an elevated mean corpuscular 
hemoglobin value, and evidence of esophageal 
varices. 


cell-survival time was that of Read and co-workers.” 
The Cr*’ was obtained from solutions of sodium 
radiochromate having an activity range from 480 to 
986 ue per milliliter. 

From 40 to 50 ml. of the patient’s blood was added 
to a siliconized vial containing 10 cc. of a specially 
prepared acid-citrate-dextrose solution (dextrose, 132 
mg.; [anhydrous, 120 mg.]; sodium citrate, 250 mg.; 
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Fig. 1.—Case distribution of 12 patients with cirrhosis and 
4 controls based on apparent half-life of red blood cells. Pa- 
tients with cirrhosis with short red blood cell half-life are 
denoted by crosses; those with a normal red blood cell half-life 
by open circles, and controls by closed circles. SD stands for 
standard deviation. 


and citric acid, 80 mg.) and the sodium radiochromate 
labeling solution (Rachromate). After the contents 
of the vial had been standing for 20 to 30 minutes 
with occasional gentle mixing, 100 mg. of ascorbic 
acid was added in order to reduce any unbound 
sodium radiochromate and to prevent further labeling 
of red blood cells after reinjection into the patient. 
Approximately 40 to 50 ml. of the mixture was then 
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injected into the patient. After 30 minutes had been The greatest counting error in the first experiment Ou 
allowed for mixing in the patient’s circulation, a 5-ml. was + 6.3%, and the greatest error in the second these 
specimen of blood was drawn into a_ heparinized series was + 1.6%, show 
syringe, transferred to a Cutler tube, and centrifuged Results prese 
for 30 minutes at 3,000 rpm. The volume of packed The 12 cirrhotic patients had apparent red blood biliru 
cells was noted, the plasma was removed, and the cell half-lives ranging from 21 to 37 days (fig. 1). Six mean 
cells were counted in a Nancy Wood well counter of these had red blood cell half-lives of less than 26.6 and 3 
TaBLe 1.—Laboratory Data on Twelv 
Alkaline 
Phospha- 
Serum Bilirubin, Choles- Cholester- tase, Jobu 
Mg./100 M1. terol ol Ester Bodansky Cephalin) Thymol Sulfobro- Prothrom- Albumin, 
Mg. Fraction- Units Floceu- Turbidity, mophthal- bin Time, Gm 
Total Direct Indirect 100 Ml. ation, % 100 MI. lation Units ein, % % 100 M) ‘ 
0.1 to 0.80to 0.2 0to06 17to 6to 75 05 to 4.5 Neg. to2+ Oto4 0 to 5 70 to 100 to 53 1.8 to 
Cirrhoties with normal red blood cell half-life 
1.3 0.2 11 105 43 3.4 3+ 2 30 47 3.6 
2.2 0.5 1.7 210 67 3.8 4+ 8 56 24 
0.7 0.3 0.4 150 50 7.2 4+ 16 10 68 2.9 
1.0 0.5 0.5 175 53 6.4 3+ 4 10 80 3.8 
2.6 0.4 2.2 170 40 7.5 4+ 7 23 37 2.5 
1.3 0.2 11 200 55 5.1 2+ 6 30 60 26 
Cirrhoties with short red blood cell half-life , 
3.0 1.0 2.0 200 55 6.3 2 5 74 43 
5 18 3.3 180 27 13.8 4+ 15 50 20 24 
18 0.0 18 110 64 8.9 1+ 5 20 68 8.5 
4.8 1.5 3.3 205 63 9.0 4+ 10 60 22 3.5 
6.0 2.5 3.5 295 20 10.3 3+ 6 25 68 2.4 rye 
0.2 0.0 0.2 125 66 6.1 1+ 1 74 2.2 
Mean of short red blood cell survival.. 3.5 1.1 2.35 174 49 8.2 3.17+ 7 34 54 3.1 as 
Mean of normal red blood cell survival = 1.5 0.35 1.2 168 51 5.5 3.3+ 7 24 58 3.3 7 
* Coombs’ test negative in all patients. 
+ E-M Ratio B. M. stands for erythroid-myeloid ratio in bone marrow. 
TABLE 2.—Clinical and Physical Findings in Patients with Cirrhosis 
Red Blood 
Cell 
Cirrhoties with normal Age, Half-Life, Degree of Hepato- Spleno- Spider Esophageal 
red blood eell half-life Yr. Days Cirrhosis* megaly megaly Nevi Ascites Edema _ Gallstones Gailbladder Varices 
63 37 2+ 4+ Yes Yes Yes Yes ? Not visible No 
Recsttubavsauniactanieonscsebs 57 29 4+ 4+ Yes No Yes Yes ? Not visible i 
Patvtehdstenedeberscscveeccase 38 2 44+ 4+ No Yes No No Yes Removed No 
37 28 38+ 44+ Yes Yes No No No 
Witvicksesasartevsebcsdecnthe sence 61 26.8 4+ 44+ Yes Yes Yes Yes 3 Not visible No 
44 28.0 Unknown 4-+ No Yes Yes Yes Yes 
Cirrhoties with short 
red blood cell half-life FS 2 
49 25.5 4+ 4+ Yes Yes Yes Yes 
62 25.0 Unknown 4+ No No No Yes Yes Not visible No 
37 21.5 24 0 Yes Yes No Yes Not visible Yes 
54 25.0 4+ 0 Yes Yes Yes Yes Not visible Yes 
48 1.0 Unknown 4+ Yes Yes Yes Ye- ? Not visible Yes 
Men tiawerdcndswesuvetersdinscasee~ ae 24.0 44+ 4+ No Yes Yes Yes Yes Not visible Yes 
Mean of short red blood 
COM DS 23.7 3.5+ 
Mean of normal red blood 
GO 50 29.5 3.4+ 4+ 
*Based on pathologist’s report of biopsy material. 
with a conventional scaler. Thereafter, at intervals of days, which is two standard deviations below the 
one to seven days, additional 5-ml. specimens were normal mean of 33 days (Jones and co-workers *). 
counted in the same manner, with a standard pre- These six are designated as being “abnormal,” having 
= patients q The remaining patients fell within the “normal” range. 
chromate was used to label the patient's cells. e ia 
: : : am : The four controls are well within the normal range, 
standard prepared for decay correction was a centri- ; ‘ - sbi 
' , 9 demonstrating a red blood cell half-life of 27 to 395 
fuged saline suspension of labeled cells. In group 2, q h 
100 of sodium radiochromate was used for labeling. Gays. She tn to the norma! mea Fig 
The standard was the specimen of the patient's is shown in figure 1. cell h 
packed and labeled cells with plasma removed pre- The one patient who was studied as a member of 
pared on the day of injection. All standards were both groups showed almost identical survival curves 
refrigerated for the duration of the study and were by both methods. The second study was done while 
on the of the patient was receiving 20 mg. of prednisone daily 
alculation of results was carried out as follows: and failed to show any change in his hemolytic 
net counts per min. per cc. of cells in sample rhosi 


; = % radioactivity in sample. 
net counts per min. per cc. of standard ad P 


tendency (fig. 3). 
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ir mean corpuscular hemoglobin values (tables 1, 2, esophagoscopy, or both. One patient showed no varices 
6 and 3). by x-ray and was not subjected to esophagoscopy 
Twelve Patients with Cirrhosis® 
Mean Cor- Mean Cor- 
puscular  puscular 
Mean Cor- Hemo- Hemo- Red Blood White Hemo- Platelets, Fecal Uro- 2 
Globulin, puseular globin, globin Cells, Mil- Blood globin, Thou- E-M bilinogen, Red Blood J, 
Gm./ Volume, Micromi- Concentra- Hemato- lions/ Cells/ Gm./ sands/ Retienlo- Ratio Me Cell Hal! : 
10) Ml. Cu. crograms' tion, % crit, % Cu. Mm. Cu. Mm, 100 Ml. Cu. Ml. cytes, % Fragility B.M.t 100 Gm. Life, Days 
3 1sto2.7 82to% 2%7to32 Btow 49 4505.5 5,000 to 14.5 to 16.8 175 to 275 0.5 to 1.0 N 1:4 40 to 120 to 2 
10, 
3.4 107 82 30 438 4.6 7,700 14.4 110 . N 1:2 o 37.0 
12 100 32 80 43 1.3 4,300 12.9 » 19 N 1:3 0 
3.3 105 81 30 37 4.1 6,100 12.5 165 13 eee oe 28.0 
3.5 95 29 81 42 44 9,600 12.9 240 27 N 14 ) 20 
3.2 124 40 32 38 8.75 5,400 11.1 75 9.3 N 1:2 7 68 
23 108 31 30 43 4.3 6,400 12.9 140 0.3 Low 1:3 " . 
33 106 87 85 39 3.9 5,800 1.8 185 09 Low 1s Z 
1.7 90 34 83 43 4.8 6,800 14.0 68 5.3 N 4 887 < 
14 102 35 34 13 44 6,500 12.5 32 3.8 N 62.5 
2 100 33 31 41 8.85 5,100 56 2.0 124.0 
32 143 42 29 38 2.65 6,000 M1. 170 6.8 N 1:3 101.0 
2.6 107 38 31 39 8.75 8,500 18 297 1.5 High 1:3 31.0 4.0 
3.2 108 35.6 32 40.5 8.89 6.450 12.1 135 1:35 
8.5 109 32.5 31 42 4.23 6,583 12.8 136 27 1:28 12.3 9.5 
because of medical contraindi- 
cations to the procedure. Only 
GROUP II \ one cirrhotic patient with eso- 
WN phageal varices had a normal 
: 
N red blood cell—survival time. 
\ Chi-square analysis of these 
\\ data indicate that the prob- 
\ ability of such findings being 
due to chance is less than 2 
in 100. 
2/3 Postulation as to the mech- 
3/8 anism involved which may ex- 
ala plain this relationship raises ; 
3|3 the question of the role of : 
congestive splenomegaly in 
hemolysis. The presence of 
varices indicates a high portal 
venous pressure and a prob- 
GROUP | Coxe 6 (10 21.5 Days ably major degree of con- 
gestive splenomegaly with 
. hemostasis. Ham and Castle,” 
\ Wintrobe,’ and others have 
Cote related this phenomenon to 
35.0 ders Case 13 21.0 Deys Indirect serum bilirubin 
. N evels of 1.8 mg. per 100 ml. 
3 days levels of I 
, or above were noted in five 
) of the six patients with 
shortened red blood cell-sur- 
Fig, 2.-The six patients with cirrhosis, designated in figure 1 as abnormal, whose red blood vival times and in only one 
cell half-life was less than 26.6 days. patient with normal red blood 
cell—survival time. Chi-square 
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Other laboratory and clinical studies made on 
these patients during the time of the survival studies 
show that a shorter half-life is associated with the 
presence of esophageal varices, levels of indirect serum 
bilirubin above 1.8 mg. per 100 ml., and increase in 
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stand the chi-square test of statistical analysis for 
significance, which is carried out according to the 
standard formula.° 

Four patients who had definitely shortened red blood 
cell half-life had varices, demonstrated by x-ray, 


Comment 
The laboratory and physical findings for the en- 
tire group of patients are typical of portal cir- 
thosis. Only the above-mentioned three findings 


analysis of these data indicate that the probability 
of this being due to chance is less than’ 5 in 100. 
Hemolysis, with an increase of indirect reacting serum 
bilirubin, in patients with severe diffuse hepatic paren- 


57 
‘ 
| 
3 
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chymal cell damage and consequent inability to metab- 
olize the pigment offers the most logical explanation 
for this finding. 

Watson * has confirmed these findings. He also has 
found normal values of fecal urobilinogen in cirrhotic 
patients thought to have hemolytic tendencies. In his 
patients the direct serum bilirubin value was likewise 
elevated. He suggests intermittent intrahepatic ob- 
struction as a cause for normal or decreased values of 
fecal urobilinogen, even in the presence of increased 
blood destruction. The present study shows normal 
values of fecal urobilinogen as determined by the 
Brereton and Lucia ° modification of Watson’s method. 

Increase in the mean corpuscular hemoglobin value 
is noted in only one cirrhotic patient with normal red 
blood cell-survival time (case 11). In all patients 
with shortened red blood cell-survival time the mean 
corpuscular hemoglobin value is elevated. Statistical 
analysis indicates that the probability of this finding 
being due to chance is less than 1 in 100. 

Macrocytosis and increase in the mean corpuscular 
hemoglobin value has been noted in cirrhosis by 
others. Berman and co-workers *® and Rosenberg ** 


Per Coat 


TWO DETERMINATIONS SAME PATIENT 


/ Hall Rife Lays 


Fig. 3.—Red blood cell-survival time in same patient before 
and after prednisone therapy. 


have made similar observations but have not cor- 
related the finding with increased blood destruction. 
The mechanisms whereby increased rates of hemolysis 
affect the size and hemoglobin content of the cir- 
culating red corpuscles is not known. 


Summary 


The apparent half-life of red blood cells was de- 
termined in 12 patients with portal cirrhosis and in 
4 normal controls, with the use of sodium radio- 
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chromate (Rachromate). Six patients, or 50% of the 
group, had a shortened apparent red blood cell half. 
life. Six patients and four controls had apparent red 
blood cell half-lives within the normal range. Signif. 
cant statistical correlation exists between the presence 
in cirrhotic patients of shortened apparent red blood 


TABLE 3.—Laboratory and Clinical Correlation in Twelve 
Patients with Cirrhosis by Chi-square Test 


Red Blood Cell- 
Survival Time 


- — Chi-square 
Shortened Normal fest 
Increased mean corpuscular 


0.01> P 
Normal mean corpuscular 
Esophageal varices present ............ 4 1 
Esophageal varices absent ............ 1 4 0.02> P 
Indirect serum bilirubin 1.8 mg. 
per 100 mi. ANd QDOVE 5 1 
0.05> P 
Indirect serum bilirubin less 
than 1.8 mg. per 100 ml. ............ 1 5 


cell half-life and of esophageal varices, an indirect 
serum bilirubin level of 1.8 mg. per 100 ml. or above, 
and an elevated mean corpuscular hemoglobin value. 


201 S. Pine St., Newton, Kan. (Dr. Allen). 


Robert Bolinger, M.D., Associate Professor of Medicine, 
University of Kansas School of Medicine, Kansas City, Kan., 
helped with the statistical analysis. 
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SERUM POTASSIUM CONCENTRATION AS A GUIDE TO POTASSIUM NEED 


James M. Burnell, M.D., 


and 


Belding H. Scribner, M.D., Seattle 


Ten to 15 years ago it was the opinion of pioneer 
investigators in the field of potassium metabolism that 
the serum potassium concentration accurately reflected 
the intracellular potassium stores and thus was a re- 
liable guide to the potassium needs of patients. In the 
ensuing interval there have been an increasing number 
of reports of circumstances in which the serum po- 
tassium concentration has failed to reflect the intra- 
cellular stores.’ It is the purpose of this paper to 
support the earlier opinion that the serum potassium 
concentration is a reliable guide to the potassium 
needs of patients. 


Basic Considerations 


A normal 70-kg. (155-Ib.) man has a total amount of 
body potassium of approximately 3,500 mEq. Of this, 
only about 50 mEq., or 1.4%, is in the extracellular 
space at a normal concentration, averaging 4 mEq. per 
liter. The remainder is nonextracellular, existing in 
tissue and red blood cells, glycogen stores, bone, and 
other areas. 

Definition of Potassium Depletion and Excess.— 
Definition of potassium depletion and potassium excess 
requires the consideration of a suitable point of ref- 
erence for the total amount of body potassium, be- 
cause this amount can change tremendously without 
disturbing potassium metabolism. For example, a 
starving man may lose as much as 50% of his total 
body potassium without developing potassium deple- 
tion. Potassium depletion does not develop because 
starvation causes destruction of the tissues which 
normally hold or bind potassium ions. For this reason 
it is apparent that, in order to define and study disturb- 
ances of potassium metabolism, one must consider not 
only changes in total potassium content of the body 
but also changes in a suitable reference point for 
potassium. This reference point must reflect changes 
in the ability or capacity of the body to hold or bind 


From the Veterans Administration Hospital and the Depart- 
ment of Medicine, University of Washington School of Med- 
icine, 

Read before the 10th Clinical Meeting of the American 
Medical Association, Seattle, Nov. 29, 1956. 


¢ The total amount of body potassium can change 
tremendously without disturbing potassium metabo- 
lism. Potassium depletion, a decrease in content in 
relation to capacity, usually results from gastro- 
intestinal and renal loss with inadequate intake. 
Potassium excess, usually a decrease in capacity 
rather than an increase in total body potassium, oc- 
curs in the presence of renal failure. Changes in the 
serum potassium concentration reflect changes in 
body need. 


potassium ions. For convenience this reference point 
will be termed the total potassium capacity. It seems 
likely that the various intracellular anions normally 
associated with potassium make up the potassium 
capacity. As indicated in the figure, part A, these 
anions are found in many areas of the body. Muscle 
and other tissue protein contains the largest com- 
ponent. Red blood cells contain another component. 
Liver and muscle glycogen may contribute to the po- 
tassium capacity, and bone may also contain a small 
part of the potassium capacity. 

Disturbances of potassium metabolism may be read- 
ily defined in terms of potassium content and capacity. 
The normal state (see figure, part A) is characterized 
by equality of potassium content and capacity. Potas- 
sium depletion (see figure, part B) is a decrease in 
potassium content in relation to capacity. It usually 
results from gastrointestinal and renal losses of potas- 
sium with inadequate intake. Potassium excess (see 
figure, part C) is an increase in potassium content 
beyond the potassium capacity. However, since the 
kidneys rapidly excrete potassium loads, potassium 
excess seldom occurs except in the presence of severe 
renal failure and results from a decrease in potassium 
capacity rather than in increase above normal in the 
total amount of body potassium. The typical clinical 
example is the patient with acute renal failure whose 
total body potassium level remains constant because 
his kidneys cannot excrete potassium. At the same 
time, his potassium capacity decreases as he utilizes 
glycogen and body protein for energy. In cachexia or 
starvation (see figure, part D), potassium losses do not 
cause potassium depletion because there is an equal 
decrease in potassium content and capacity. 
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It is evident that investigation of disorders of potas- 
sium metabolism must measure changes in total po- 
tassium content as related to changes in total potassium 
capacity. Thus, if the electrolyte-balance technique is 
used, changes in the total body potassium content are 
related to changes in the total body nitrogen content. 
The change in the total body nitrogen value is used as 
measurement of the change in potassium capacity. 
When tissue analyses are used in the study of potas- 
sium metabolism, potassium content of tissue is related 
to fat-free solids or alkali-soluble protein, either of 
which is a measure of potassium capacity. Studies of 
potassium disorders in which radiopotassium (K **) is 
used to measure total body potassium are of little value 
and yield conflicting results because there is no ac- 
curate method of measuring total potassium capacity. 
Such measures of total potassium capacity as body 
weight, total body water content, and surface area are 
inaccurate in normal and even more inaccurate in 
seriously ill patients. 


TOTAL BODY TOTAL POTASSIUM 
POTASSIUM CAPACITY 
3000 
cells 
2000 
1500 
1000 cell mass 
3500 
3000 
2500 
2000 
1500 
1000 
mEq. 


B. C. 0. 
POTASSIUM DEPLETION POTASSIUM EXCESS CACHEXIA OR STARVATION 


Typical alterations of potassium metabolism in a 70-kg. 
(155-Ib.) man. 


Since 98% of the total body potassium storage space 
is intracellular, decreases and increases in the potas- 
sium content with respect to capacity will for simpli- 
city be described hereafter as decreases and increases 
in the intracellular potassium stores. However, the 
meaning of the term, “intracellular potassium stores,” 
must be clearly understood in order that apparent 
contradictions may be understood. Such an apparent 
contradiction is illustrated by a patient who loses 
potassium and yet develops an increase in his intra- 
cellular potassium stores as a result of even greater 
decreases of the potassium capacity. Such would be 
the course of events in a patient with renal shutdown 
who loses potassium by vomiting and diarrhea but who 
nonetheless develops an increase in potassium stores 
as a result of catabolic and traumatic decreases in 
potassium capacity which exceed the potassium losses. 

Since potassium depletion and potassium excess are 
adequately defined in terms of changes in the intra- 
cellular potassium stores, there is one question that 
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must be answered: How accurately does the serun 
potassium concentration reflect changes in these intra. 
cellular stores? 

The ensuing discussion is divided into two parts 
(1) a consideration of changes in the serum potassium 
concentration as a function of changes in the intra. 
cellular stores, and (2) an analysis of factors which 
might change the serum potassium concentration jp- 
dependently of the intracellular stores. 


Relationship Between Changes in Serum Potassium 
and Intracellular Potassium 


There are few adequately controlled studies of 
changes in the serum potassium concentration as 3 
function of changes solely in the intracellular stores, 
However, the few available studies demontrate that 
changes in the intracellular potassium stores are uni- 
formly reflected by changes: in the serum potassium 
concentration. In a 70-kg. man changes of 100 t 
200 mEq. in intracellular potassium stores alter the 
serum potassium level 1 mEq. per liter. If the initial 
serum potassium concentration is below 3 mEq. per 
liter, changes of 200 to 400 mEq. in potassium stores 
are required to evoke a change in the serum potassium 
concentration of 1 mEq. per liter.” Data are inadequate 
concerning the relationship between serum potassium 
concentrations above 7 mEq. per liter and intracellu- 
lar potassium stores. 


Factors Affecting Serum Potassium 
Independently of Intracellular Stores 


Changes in Extracellular pH.—It has now been clear- 
ly demonstrated that acidosis increases and alkalosis 
decreases the serum potassium concentration inde- 
pendently of changes in the intracellular potassium 
stores.” The magnitude of the alteration in the serum 
potassium level induced by pH change is impressive. 
Although the quantitative estimation must be con- 
sidered as preliminary, it appears that for each 0.1 
unit change in extracellular pH there is an inverse 
change of approximately 0.4 to 1.2 mEq. per liter in the 
serum potassium concentration.’ The higher the initial 
serum potassium concentration, the greater the effect 
of the pH appears to be. Since pH changes in the 
extracellular space of as much as 0.3 of a pH unit are 
not rare, there can be up to 3 mEq. per liter elevation 
of the serum potassium concentration as a result of 
severe acidosis and nearly as great a lowering in 
severe alkalosis with no change in the intracellular 
potassium stores. 

Reduction in the serum potassium concentration that 
accompanies glucose administration is considered to 
reflect an increase in potassium capacity as a result o! 
glycogen deposition. This increase in potassium capac- 
ity results in an over-all decrease in the intracellular 
potassium stores. This decrease is reflected by lowering 
of the serum potassium concentration. Maximal varia- 
tion in glycogen stores, and thus potassium capacity, 
may produce changes of 1 to 2 mEq. per liter in the 
serum potassium concentration. Under the influence of 
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administered insulin, very rapid deposition of glycogen 
may result in transient lowering of the serum potas- 
sium concentration, as potassium is incorporated with 
glycogen more rapidly than it is made available from 
other intracellular potassium stores. During this period 
the serum potassium concentration may not accurately 
reflect the intracellular potassium stores. 

Although there have been statements to the con- 
trary, water depletion, changes in size of the extra- 
cellular space, and alterations in renal function do not 
result in failure of the serum potassium concentration 
to reflect the intracellular potassium stores.* There 
have been inferences that adrenal steroids may alter 
the serum potassium concentration independently of 
changes in the intracellular stores. Tissue analyses sup- 
port the view that the hyperkalemia of adrenal insuffi- 
ciency reflects the intracellular potassium excess.” The 
hypokalemia of hyperadrenalism may well be related 
to varying combinations «of intracellular potassium de- 
pletion and alkalosis.* If adrenal steroids are an im- 
portant cause of failure of the serum potassium con- 
centration to reflect the intracellular stores, it would 
appear that intravenous administration of potent 
steroid would alter the serum potassium concentration. 
To date, this has not been demonstrated.’ There is 
some experimental evidence in dogs that hyponatremia 
may cause alterations in the serum potassium concen- 
tration independently of changes in the intracellular 
stores." However, it has not yet been demonstrated 
that such alteration is independent of the pH effect or, 
if so, of clinical importance. 


Interpretation of Serum Potassium Concentration 


The normal serum potassium concentration appears 
to be about 3.8 to 4.5 mEq. per liter.” The discussion 
above leads to the conclusion that in the absence of 
acid-base imbalance the serum potassium concentra- 
tion accurately reflects intracellular potassium stores. 
Acidosis increases and alkalosis decreases the serum 
potassium concentration in relation to these stores. 
Thus, if the serum potassium concentration is to be 
interpreted to reflect the level of intracellular potas- 
sium stores, either there must be no acid-base disturb- 
ance present or correction must be made for deviations 
of up to 3 mEq. per liter in the serum concentration, 
which can be induced by acid-base disturbances. For 
practical purposes it is sufficient to know that in severe 
acidosis a high serum potassium concentration reflects 
normal intracellular stores, a normal serum concentra- 
tion reflects moderate intracellular depletion, and a 
low serum concentration reflects severe depletion. 
Conversely, in severe alkalosis a normal serum potas- 
sium reflects moderate potassium excess and a low 
serum potassium concentration reflects normal potas- 
sium stores. The serum concentration must be below 
2.5 mEq. per liter in severe alkalosis to reflect signifi- 
cant intracellular potassium depletion. 

For purposes of care of patients, the serum potas- 
sium concentration is at all times an accurate guide to 
therapy. Whether initial hypokalemia is secondary to 
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intracellular potassium depletion, alkalosis, or both, 
administration of potassium chloride is good therapy. 
If potassium depletion is the dominant cause of the 
hypokalemia, potassium is needed. If alkalosis is the 
dominant cause of hypokalemia, provision of chloride 
ion, even though the potassium may be excreted, will 
aid in the repair of the alkalosis. Similarly, whether 
initial hyperkalemia is secondary to acidosis, intra- 
cellular potassium excess, or both, potassium restric- 
tion would be indicated because of the danger of 
producing cardiotoxicity and because potassium de- 
pletion would be minimal with any degree of hyper- 
kalemia even in the presence of severe acidosis. How- 
ever, it is important to emphasize again that the more 
severe the acidosis the less the serum potassium con- 
centration reflects the intracellular stores. Thus, in the 
presence of severe acidosis a normal initial serum 
potassium concentration represents significant deple- 
tion and warrants potassium therapy as soon as an 
adequate urine volume permits. Rapid correction of 
the acidosis, such as occurs in the treatment of dia- 
betes acidosis, causes a rapid fall in the serum potas- 
sium concentration. This fall is enhanced by insulin- 
induced glycogen deposition and makes early therapy 
with potassium safe. 


Summary and Conclusions 


Support has been given to the opinion that the 
serum potassium concentration is an excellent guide 
to the potassium needs of patients. In using the serum 
potassium concentration as a guide to potassium need, 
it is helpful to remember that acidosis increases and 
alkalosis decreases the serum potassium concentration 
independently of the intracellular potassium stores. 
Rapid correction of acid-base disturbances will be 
accompanied by rapid changes in the serum potassium 
concentration, which reflect rapid changes in the need 
for potassium. 
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TREATMENT WITH IRON-DEXTRAN OF IRON-DEFICIENCY 
ANEMIA IN CHILDREN 


Ralph O. Wallerstein, M.D. 


M. Silvija Hoag, M.D., San Francisco 


Iron deficiency is the most common hematological 
disorder in children between 6 and 36 months of age. 
There are few clinical manifestations: frequent colds 
and symptoms of anemia, such as crankiness, crying, 
and listlessness, may be seen, but more often it is 
pallor, noticed by the physician on a routine visit, that 
first calls attention to the blood. The child’s waxy com- 
plexion reflects subnormal serum bilirubin levels. The 
spleen is occasionally palpable, but great enlargement 
casts doubt upon the diagnosis of simple iron defi- 
ciency. Glossitis, dysphagia, or such integumentary 
changes as dry skin and brittle nails and hair, which 
are sometimes seen in adults with chronic iron defi- 
ciency, are rare in children. 

While the amount of hemoglobin is markedly dimin- 
ished, red blood cell counts are relatively normal; this 
discrepancy between hemoglobin production and red 
blood cell formation accounts for the characteristic 
hypochromia and microcytosis. Other formed elements 
show little disturbance. The marrow is hypercellular; 
normoblasts and late erythroblasts, both with scanty 
cytoplasm, predominate. Hemosiderin is absent. 

Important causes of such iron deficiency are im- 
proper diet, prematurity, maternal iron deficiency, and 
blood loss. The anemia develops toward the end of the 
first 4 months of life, when the need for extracorporeal 
iron first arises. Prior to that time, prenatally acquired 
iron in hemoglobin and tissue stores supplies the in- 
fant’s need. After about four months the total red 
blood cell population exceeds neonatal numbers, and 
failure to absorb iron results in hypochromic anemia. 

Severe iron deficit once incurred cannot be repaired 
by improved diet alone, and medicinal iron must be 
given. Transfusions are rarely necessary or desirable. 
Oral doses of iron preparations adequately correct the 


From the Hematology Research Laboratory, Childrens Hos- 
pital (Drs. Wallerstein and Hoag) and the University of 
California School of Medicine (Dr. Wallerstein), Dr. Hoag is 
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Read before the 10th Clinical Meeting of the American 
Medical Association, Seattle, Nov. 30, 1956. 


¢ Iron deficiency in 24 infants was treated by intra- 
muscular injection of solutions of an iron-dextran 
complex. The dosage was at the rate of 50 to 
100 mg. of elemental iron per day, and the total iron 
given ranged from 100 mg. (for infants under 6 
months of age) to 400 mg. (for those over 24 
months). Twelve of the children were classed as se- 
verely anemic and 12 as moderately anemic, accord- 
ing to whether the hemoglobin level was below or 
above 7.5 Gm. per 100 ml. The characteristic picture 
of severe iron-deficiency anemia included red blood 
cell counts not lower than 2,400,000 per cubic 
millimeter, mean corpuscular volume from 72 to 48 cu. 
uz, and mean corpuscular hemoglobin concentration 
from 30 to 22%. Within 48 hours after therapy, the 
newly formed red blood cells were recognizable in 
the blood smears, being distinguished by their rich 
color and large size from the pale, small cells sur- 
viving from the pretreatment period. Fifty per cent of 
the small cells disappeared from the circulation in 
about 35 days. Reticulocyte counts reached maxi- 
mum values about the fifth day of treatment, and 
the hemoglobin level generally reached 11 Gm. 
per 100 ml. in three weeks. There were no untoward 
effects from these iron injections, but it is emphasized 
thai failure of a patient to respond to these doses is 
never an indication for giving more iron; if hemo 
globin values do not rise at least 2 Gm. in thre. 
weeks, other possible causes of anemia should b~ 
considered. 


hemoglobin deficiency, but they are difficult to admin- 
ister to many anemic children who are already poo! 
eaters and refuse the potent but unpalatable iron prep- 
arations. Colloidal suspensions of saccharated iron 
oxide given intravenously are quite effective,’ but 
technical difficulties in small infants, occasional veno- 
spasms, fever, and drowsiness are drawbacks. A receut- 
ly introduced iron-dextran complex for intramuscular 
use has eliminated some of these difficulties.” 
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Imferon is a stable solution of low molecular dex- 
tran-ferric hydroxide complex containing 5% elemen- 
tal iron by weight with a pH of 6. Two to four injec- 
tions constitute the entire treatment. Since repeat 
dosage is not necessary, iron overloading is avoided. 
In experimental animals there is very little toxic effect. 
Hemolysis, anticoagulant activity, and antigenicity are 
no problems, absorption is good, and excretion is mini- 
mal.® 


Material and Methods 


All children were seen on the wards or in the out- 
patient department of Childrens Hospital, San Fran- 
cisco. Their ages ranged from 5 to 36 months. The 
diagnosis of iron-deficiency anemia was established by 
the characteristic blood picture, lack of bone marrow 
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For therapy, Imferon was given in 1-ml. to 2-ml. 
doses, containing 50 to 100 mg. of elemental iron. 
Total dosage was given according to age: under 6 
months, 100 mg.; 6 to 12 months, 200 mg.; 12 to 24 
months, 300 mg.; and over 24 months, 400 mg. Dosage 
was based on average iron content in newborn infants 
and on average annual iron increments in childhood." 
Injections were given daily into the gluteus muscle. 
The patients were carefully watched for fever, nausea, 
vomiting or diarrhea, and local inflammatory reactions. 
None of the children received transfusions. 


Results of Iron Therapy 


Features of the peripheral blood, as well as the 
number in the bone marrow of nucleated red blood 
cells per 1,000 white blood cells, in the children with 


TaBLE 1.—Features of Blood in Children with Severe Iron-Deficiency Anemia 


Red Blood Cells, Hemoglobin, 


Packed Cell 


Nucleated Red 
Blood Cells 
1,000 White 


Mean Meat 
Mean Corpuseular ‘ orpuseular 
Corpuscular Hemoglobin Hemoglobin, 


Case No. Millions/Cu. Mm. Gm./100 MI. Volume, % Volume, Cu.a Concentration, Micromicrog rams Blood Cells 
3.4 6.3 21 62 30 Is 895 
4.5 6.0 24 53 25 18 
9. 2.6 3.3 15 58 22 13 
3.9 6.9 27 69 % R49 
3.2 6.3 72 27 330 
3.2 4.8 17 58 os 
2.4 3.0 12 50 25 
5.1 6.3 25 25 iz 216 
4.4 5.4 21 48 i2 204 
3.7 4.8 19 25 18 
5.0 6.0 95 5 12 208 
TABLE 2.—Features of Blood in Children with Moderate Iron-Deficiency Anemia 
Mean Mean Nucleated Red 

Mean Corpuseula! Corpuseular Blood Cells 

Red Blood Cells, Hemoglobin, Packed Cell Corpuseular Hemoglobin Hemoglobin, 1000 White 

Case No. Millions/Cu. Mm. Gm./100 M1. Volume, Volume, Coneentration, Micromierograime Blood Cells 
5.1 10.2 36 71 28 20 
6.3 8.4 30 2s 

4.4 1.4 39 27 

5.3 945 34 64 28 Is 321 
4.5 7.6 99 65 26 17 ny 
4.6 8.7 33 72 19 358 
4.8 9.46 32 67 3H 200 
3.6 8.4 29 an 29 
4.6 9.9 34 74 29 
5.0 9.0 33 6 27 18 


hemosiderin, and an eventual return of erythrocyte 
and hemoglobin values to normal after iron therapy. 
The children were arbitrarily divided into two groups 
according to the severity of their anemia. In group 1 
were those with severe anemia, whose hemoglobin 
level was less than 7.5 Gm. per 100 ml., and in group 2 
were those with moderate anemia, whose hemoglobin 
level was 7.5 Gm. per 100 ml. or more. 

Hematological determinations were performed by 
standard methods.* Packed cell volumes were deter- 
mined by a microhematocrit technique.’ Bone marrow 
smears were obtained by aspiration, and the areas 
near tissue particles were counted, with the enumera- 
tion of red blood cells per 1,000 white blood cells. The 
hemosiderin determination was determined as pre- 
viously described.* 


severe and moderate iron-deficiency anemia are shown 
in tables 1 and 2. All red blood cell counts were above 
2,400,000 per cubic millimeter. Provided technical 
errors can be excluded, values of less than 2 million 
per cubic millimeter cast doubt upon the diagnosis of 
simple iron-deficiency anemia. Red blood cells in some 
of the severely anemic patients were extremely small 
and pale; mean corpuscular volumes of less than 50 
cu.z and mean corpuscular hemoglobulin concentra- 
tions of less than 25% were seen. White blood cell 
counts varied from 5,800 to 15,500 per cubic millimeter 
without any predominant differential count pattern, 
although relative and absolute lymphocytoses were 
common. Platelets were usually normal in number and 
appearance. The serum iron level ranged from 8 to 41 
meg. per 100 ml. 
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Hemoglobin.—Patients with severe anemia (group 
1) showed hemoglobin value rises of 10 to 31% in the 
first week after the start of intramuscular administra- 
tion of iron. The hemoglobin level reached 11 Gm. per 
100 ml. in three weeks. Patients with moderate anemia 
(group 2) averaged a hemoglobin level! of 12.1 Gm. 
per 100 ml. after three weeks of therapy. At three 
months, hemoglobin values had risen to 12.4 to 13.0 
Gm. per 100 ml. (tables 3 and 4 and fig. 1). At six 


TaBLe 3.—Changes in Hemoglobin Level and Percentage of 
Reticulocytes in Children with Severe lron-Deficiency 
Anemia During Treatment with Imferon 


Hemoglobin, Gm./100 Ml. 


Case No. Start 3 Wk. 3 Mo. Start 


Reticuloecytes, % 


5-7 Days 


6.3 11.1 12.0 4.5 13.3 
6.0 11.4 12.0 3.0 11.6 
3.3 10.8 12.0 $.7 21.4 
6.9 11.7 13.5 2.5 13.4 
6.3 12.6 13.2 26 9.9 
4.8 11.1 12.0 3.3 9.6 
3.0 11.1 13.8 2.3 15.2 
69 10.2 12.0 1.5 
Pidasenetesenaress 4.8 11.4 13.5 1.7 17.9 
Dnsdenawesiodesises 6.0 10.2 12.3 3.0 9.3 
5.5 11.1 12.5 2.6 13.4 


months, the average hemoglobin level of the children 
treated was 13.3 Gm. per 100 ml. If the rise in hemo- 
globin level was less than 2 Gm. three weeks after the 
start of therapy, an etiology other than iron deficiency 
was suggested. 

Red Blood Cells.—Within 48 hours after therapy, 
large red blood cells, well filled with hemoglobin, 
appeared in the circulation; these were in marked con- 


TABLE 4.—Changes in Hemoglobin Level and Percentage of 
Reticulocytes in Children with Moderate Iron-Deficiency 
Anemia During Treatment with Imferon 


Reticulocytes, % 


Case No. Start 3 Wk. 3 Mo. Start 5-7 Days. 
Biavuscascoddouseeus 10.2 12.3 12.0 0.7 4.9 
84 11.7 12.6 1.9 5.4 
8.7 12.3 13.2 1.8 6.1 
10.4 12.5 13.5 0.4 1.4 

8.1 14.4 2.9 4.6 
8.4 13.2 13.5 1.4 6.3 
9.6 11.7 14.4 0.9 

7.6 11.7 0.9 4.9 
8.7 12.0 13.8 2.3 19 
9.6 12.0 1.5 3.8 
8.4 10.8 13.2 1.6 
9.9 12.6 12.0 1.6 1.8 
Picavbwmovssscssae 8.4 12.1 13.1 1.5 4.0 


trast to the cells seen before therapy. By means of red 
blood cell counts, differential red blood cell counts, 
and hematocrit determinations, the new cells were 
found to have mean corpuscular volumes of about 100 
cu.yz, or slightly greater than normal. With the use of 
similar techniques, it could also be shown that 50% 
of the microcytic, hypochromic cells had disappeared 
from the circulation in about 35 days, thus suggesting 
slightly shortened survival. Normal red blood cell 
indexes became established between two and three 
months. 


J.A.M.A., June 29, 1957 


Reticulocytes.—In the severely anemic group, reticu. 
locyte counts were above normal before treatment 
and rises began early, probably after 24 hours of 
therapy, and reached maximum values about the fifth 
day. There was a fair correlation between the degree 
of reticulocytosis and the degree of anemia. Initially, 
and for the first five days, all new red blood cells con- 
tained reticulum. In the moderately anemic group, 
pretreatment reticulocyte counts were at the upper 
limits of normal and rises were not uniform and occa. 
sionally did not occur at all (tables 3 and 4 and fig. 2), 

Bone Marrow.—The number of nucleated red blood 
cells in the bone marrow correlated, in general, fairly 
well with the degree of anemia. Some counts were 
considerably elevated, occasionally exceeding that of 
the white blood cells. After therapy, there was a de- 
cline to normal values. Hemosiderin was uniformly 
absent before treatment in all. patients, but it began to 
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big. L.—Response of hemoglobin level in children with iron- 
deficiency anemia to Infteron. 


appear 12 hours after the initial injections of Imferon, 
reaching maximum amounts in about 96 hours and 
then declining gradually as the hemoglobin level rose. 

The injections of Imferon caused no local pain, 
tenderness, redness, or swelling, but slight brownish 
discoloration of the subcutaneous tissues, which lasted 
for several weeks, was seen occasionally. There were 
no systemic reactions such as fever, lethargy, nausea, 
or diarrhea in any of the patients. 


Comment 


fron balance in infancy is precarious, and iron must 
be absorbed so that an adequate hemoglobin mass in 
the growing body is maintained. If iron is not properly 
assimilated, iron deficiency results. An extreme degree 
of anemia raises the question of blood loss. Recent 
studies show that occult gastrointestinal bleeding may 
be an important factor in iron-deficiency anemia of 
infancy.° 
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The hemoglobin values in children at three and 
six months of treatment were appreciably higher than 
the normal values for children of comparable ages. 
This may represent, in Sturgeon’s words, “ideal iron 
nutrition.” *° 

The magnitude of the hemoglobin response varied 
with the degree of anemia. The hemoglobin level in 
some of the children with severe anemia increased by 
4% per day during the first week of treatment, while 
that of some of the children with more moderate ane- 
mia showed little or no measurable rise during that 
time. However, regardless of pretherapy levels, the 
hemoglobin level in all children rose to about 11 Gm. 
per 100 ml. in three weeks of therapy. In most patients, 
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blood cell abnormalities resembling iron-deficiency 
anemia, e. g., thalassemia minor, or complicating in- 
fections. 

One hesitation about the administration of paren- 
teral doses of iron has been the fear of producing 
hemosiderosis or even hemochromatosis. Since there is 
no mechanism for iron excretion, other than bleeding, 
iron injected means iron retained, and excessive ther- 
apy may lead to iron overload. However, there is a 
wide margin of safety, and at least 1 Gm. may be given 
to infants with impunity. It must be strongly empha- 
sized that failure of the patient to respond to the 
proper intramuscular dose of iron is never an indica- 
tion for giving more iron. 


— Summary 


Hematological values were studied in 24 
infants with iron-deficiency anemia before 

| and after treatment with intramuscular doses 
_ of iron-dextran. Hemoglobin values rose to 
| about 11 Gm. per 100 ml. in three weeks. Rises 
| of 4% per day were seen in several infants 
| with severe anemia. Reticulocyte response oc- 
curred early and correlated fairly well with 
the degree of anemia in patients with severe 
anemia; it was inconstant in patients with 
moderate anemia. There were no untoward 
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Fig. 2.—Response of reticulocyte count in children with iron-deficiency 
anemia to Imferon. A, those with severe anemia, whose hemoglobin level 


| 


effects from the iron injections. Imferon (an 
iron-dextran complex containing the equiva- 
7 @ lent of 50 mg. of iron per cubic milliliter) 
given intramuscularly appears to be a safe, 
effective, and convenient form of iron treat- 


was less than 7.5 Gm. per 100 ml. B, those with moderate anemia, whose ment in infancy. 


hemoglobin level was 7.5 Gm. per 100 ml. or more. 


the hemoglobin level stabilized at the highest attained 
value, but the red blood cell count in some patients 
climbed to polycythemic ranges of 6 million per cubic 
millimeter before returning to normal. 

Practically all the “new” red blood cells for the first 
four to five days after the start of iron therapy were 
reticulocytes. They were normochromic and slightly 
macrocytic, indicating that the marrow normoblasts 
and late erythroblasts, which have only scanty cyto- 
plasm, synthesized hemoglobin well once sufficient 
iron became available. In the more severe anemias 
peak reticulocyte values, expressed in absolute terms, 
approached 800,000 per cubic millimeter, which is 
considerably greater than the reticulocytosis seen in 
even the most severe pernicious anemia during re- 
sponse to vitamin By». 

Imferon has the advantage of easy and safe admin- 
istration; treatment is completed in a few days and is 
not influenced by feeding problems. It is available in 
a more concentrated form than any other type of iron 
preparation. (Iron content of iron-dextran is 50 mg. 
per milliliter; of saccharated iron oxide, 20 mg. per 
milliliter; of red blood cells, 1 mg. per milliliter; and 
of whole blood, 0.5 mg. per milliliter.) Since response 
to an adequate intramuscular dose of iron is quite 
uniform in iron-deficiency anemia, Imferon has certain 
diagnostic application. If hemoglobin values do not 
rise at least 2 Gm. in three weeks, other causes of 
anemia should be considered, such as congenital red 
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CODEINE PHOSPHATE, PROPOXYPHENE HYDROCHLORIDE, AND PLACEBO 


Charles M. Gruber Jr., M.D., D.Sc. (Med.), Indianapolis 


Opium is the coagulated juice of the incised seed 
capsules of the opium poppy. This poppy is cultivated 
in Asia and Egypt. It can be raised in the United 
States, but the cost of labor renders the production of 
opium unprofitable.’ All of the codeine available for 
medical purposes is obtained directly or indirectly 
from opium. The United States is, therefore, dependent 
upon foreign countries for codeine supplies. 

The National Research Council has encouraged in- 
dustry to seek synthetic analgesics and antitussives 
which will make this country independent of opium 
imports. In this search, a new analgesic, propoxyphene 
hydrochloride (a-d-2-propionoxy-4-dimethylamino-1, 2- 
diphenyl-3-methyl butane hydrochloride), was dis- 
covered * and its activity in animals demonstrated.” 

The analysis of reports from patients with pain con- 
cerning “comfort” after the administration of medica- 
ments is the best available method for assaying the 
over-all effectiveness of an analgesic in the relief of 
suffering. At the same time, any untoward side-reac- 
tions produced by the agents may be evaluated.* Since 
it is possible that the attitudes of the examiners and/or 
the patients may consciously or subconsciously alter 
the results, such experiments must be carried out with- 
out either of the participants realizing which of the 
medicaments is being given at any particular time. 

Analyses of 1,515 reports from 101 patients who re- 
ceived equal amounts of codeine phosphate and pro- 
poxyphene are the basis for this paper. These reports 
were obtained through cooperating investigators at 
seven institutions. At each of these institutions, similar 
results were obtained. Therefore, only the totals from 
the pooled data will be considered. 


From the Lilly Laboratory for Clinical Research, Indianapolis 
General Hospital. 

Other investigators in this study involving seven cooperating 
hospitals were from the Indianapolis General Hospital (Dr. 
Stanley M. Chernish); Marion County Home, Indianapolis 
(Drs. Wallace Chun, John B. Clauser, and Chernish); Roswell 
Park Memorial Hospital, Buffalo (Julian Ambrus, M.D., Ph.D., 
and Dr. Robert O. Bauer); Daniel Drake Memorial Hospital, 
Cincinnati (Drs. Sander Goodman and Morris Plotnick); 
Sheltering Oaks Hospital, Cincinnati (Drs. Samuel Stern and 
Joseph E. Levinson); Louisville General Hospital, Louisville, Ky. 
(Drs. Maurice M. Best Jr., Mauvaffak A, Atamer, and Melvin 
DeWeese ); and Veterans Administration Hospital, 10th Street 
Division, Indianapolis (Drs. Charles L. Miller and Joseph 
Finnefan ). 


* Propoxyphene is a new synthetic analgesic with 
the effectiveness of codeine but having less unde- 
sirable gastrointestinal side-effects when adminis- 
tered in 65-mg. dosage. Many of the side-effects 
that were reported were comparable to those elicited 
by placebo. Over a two-year period no patients have 
shown a desire for, or need of, an increased dosage 
of the drug, nor was any true idiosyncrasy seen. 


Material and Methods 


Five medicaments in capsules of identical ap- 
pearance were administered orally four to six times 
daily to patients with chronic pain produced by any 
illness. The number of doses given per day varied 
among the hospitals but was constant in each individu- 
al hospital. The common illnesses thought to produce 
the pain were arthritis, malignancy, neuritis, fractures, 
and peripheral vascular disease (table 1). The selec- 
tion of patients was determined by the patient's ability 
to give intelligible answers, his willingness to cooper- 
ate in the study, and the presence of any illness which, 
at the start of the test period, would be expected to 
produce relatively constant slight or moderate pain for 
at least 18 days. 

The five medicaments were (1) a placebo, (2) a 
32.5-mg. capsule of codeine, (3) a 32.5-mg. capsule of 
propoxyphene, (4) a 65-mg. capsule of codeine, and 
(5) a 65-mg. capsule of propoxyphene. Three samples 
of each were prepared with different labels and sup- 
plied to the examiners. Thus, 15 unknowns were pre- 
pared. 

Each of the samples was given for a 24-hour period. 
Randomization was planned so that the samples of a 
single medicament were administered one after the 
other. Thus, each medicament was given for three con- 
secutive days. The placebo was always administered 
on the middle 3 days (7th, 8th, and 9th) in an attempt 
to obtain a satisfactory control for the entire 15-day 
period. Either the smaller or the larger dose of both 
analgesics was given before the placebo, and the other 
dose was given afterward. The analgesic which was 
given to the patient during the first three days was also 
given during the last three days. Thus, four possible 
orders were available for administration of the meédica- 
ment. A 3-day period of indoctrination preceded each 
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run of 15 days. During this period, acetylsalicylic acid 
was given in capsules identical to those containing the 
medicaments in question. Reports were also obtained 
on these days, but these data were not included in the 


Taute 1.—Mean Pain Scores® from 101 Patients with Various 
Chronic Diseases Given Codeine, Propoxyphene, and a Placebo 


Codeine Propoxyphene 
Pa- 
tients., 32.5-Mg. 65-Mg. 32.5-Mg¢. 65-Mg. Pla- 
Disease No. Capsule Capsule Capsule Capsule cebo 
ae 15 32.1 27.6 38.4 32.9 40.1 
Osteoarthritis 
4 31.9 38.9 32.4 23.3 41.1 


Rheumatoid Arthritis (7) 
Bursitis (1) 
Cellulitis (1) 
ss 36 48.3 34.4 45.0 41.6 57.4 
Genital (13) 
Skin and breast (7) 
Gastrointestinal (5) 
Respiratory (4) 
Musculoskeletal (4) 
Lymphoma (3) 


10 10.9 18.8 17.6 17.2 21.1 
Peripheral 

6 WS 27.2 41.0 23.7 37.7 
Fractures of femur 

25 29.5 29.8 30.4 22.4 41.7 


Arterioselerosis (18) 
Varicose uleers (4) 
Thromboangiitis obliterans (Buerger’s disease) (2) 
Diabetie uleers (1) 
101 36.8 30.1 35.3 $2.2 44.7 


*The smaller the pain score, the less pain reported by the patient. 


analysis. Table 2 presents the method used for random- 
izing the treatments. The investigators at the hospitals 
had no information which would suggest such a design. 

At the end of each 24-hour period, the patients were 
interrogated as to the number of hours of slight, mod- 
erate, and severe pain endured during the previous 


TasLe 2.—Four Possible Orders for Administration 
of Medicaments® 


lodoctri- 

nation 

Days Study Days 

Order 465 617 8 9/10 lt 12118 4 15 | 
DEFIG HIIMNN OIJS KL 
PQR/|DEF BCIG HIizgKLIMNO 
PQR|J AB ¢ 
PQRMNO\|J KLIGHI/ABCIDEF 


*A, B, C stands for the 32.5-mg. capsule of propoxyphene; D, E, F for 
the 32.5-mg. capsule of codeine; G, H, I for the placebo: J, K, L for the 
6o-mg. capsule of propoxyphene; M, N, O for the 65-mg. capsule of codeine: 
und P, Q, R for the 325-mg. capsule of acetylsalicylic acid. 


24 hours and as to the occurrence of certain side- 
effects. In order to appraise the combined severity and 
duration of pain, each hour of slight pain was scored 
1; each hour of moderate pain, 2; and each hour of 
severe pain, 3. Sleep and no pain were scored 0. Thus, 
scores for 24 hours were obtained from the patients on 
each of the 15 days. 

Two studies using similar methods but fewer 
patients have been reported.” The statistical methods 
used in the analyses were presented in detail in those 
reports and will not be discussed further. 


Results 


Table 1 presents the mean pain score for the 303 
patient-days on each of the analgesic medicaments. 
Codeine and propoxyphene proved effective in each of 
the classes of diseases. In table 3 the row totals, which 
represent the comparative effectiveness of propoxy- 
phene and codeine, are almost identical. The column 
totals indicate a relatively large difference in the re- 
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sponses of the patients to 32.5 and 65 mg. of analgesic. 
The pain score total for the placebo is tremendous in 
comparison with those obtained with the analgesics. 
These findings indicate that the patients could not dis- 
tinguish between propoxyphene and codeine but ob- 
served analgesic effects with 32.5 mg. of either an- 
algesic and further relief of pain when 65 mg. of either 
was given. The pain endured with each of the an- 
algesics was about 75% of that experienced when the 
placebo was given. 


TABLE 3.—Pain Score Totals from 101 Patients Who Received 
Each of the Analgesic Medicaments on Three Days 


Dose 
Analgesic 32.5 Me. 65 Mg Total 
7,238 6,295 13,081 


As shown in table 4, the medicaments produced ap- 
proximately the same analgesic effect on each of the 
three days of administration. This similarity was espe- 


PAIN SCORE TOTAL 


DAY OF TREATMENT 
Barogram presenting pain score totals for each day of test 
period, showing that position influenced response, Blank stands 
for placebo. 


cially pronounced during the administration of the 
placebo. This result appears to be in contradiction to 
the findings of Lasagna and co-workers,® who showed 
that the administration of a placebo to patients with 
acute pain results in a gradual increase in analgesic 


Tasie 4.—Effects of Medicaments on Pain Score Totals on 
Each of Three Days of Administration 


Day of Administration 


Medicament Ist 2nd 8rd 


6,050 6,108 5,491 


effectiveness toward the end of the series of adminis- 
tration. 

The position of the day in the test period (see 
figure ) influenced the response. Significant differences 
in the severity of the pain were reported among the 
various days of the study period. For the reader who 
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desires statistical handling of this data, table 5 has 
been prepared. This analysis of variance uses daily 
pain scores as units. It ignores the differences among 
hospitals, since these represent differences among 
patients primarily. 


TaBLe 5.—Analysis of Variance of 1,515 Daily Pain Scores Ob- 
tained from 101 Patients During Double-Blind Test 
for Analgesic Activity 


Sum of Degree of Mean 


Source of Variance Squares Freedom Squares 

3 1 3* 
3,328 1 3,328* 

17 1 17 

3,781 4 945* 

1,514 


* Significance at p — 0.01. 
+ Significance at p = 0.05. 


Undesirable side-eftects (tables 6 and 7) were re- 
ported during the administration of 65 mg. of codeine 
much more frequently than with any of the other medi- 
caments. The effects of this dose of codeine are seen 
vividly when expressed as the difference between the 
total side-effects for the placebo and the total for each 
analgesic. This difference between 65 mg. of codeine 
and the other medicaments was not due to reports 


TABLE 6.—Side-effects Reported During 1,515 Patient-Days of 
Therapy with Analgesic Medicaments® 


Propoxyphene Codeine 
32.5-Mge. 65-Meg. 32.5-Mg. 65-Mg. 
Capsule Capsule Placebo Capsule Capsule 
By Direct Questioning 
Loss of appetite ......... 13 16 19 20 31 
Nausea or vomiting ..... 33 22 25 34 71 
26 32 44 51 
4 3 1 4 
Abdominal pain ......... 20 19 24 26 35 
Vertigo or dizziness ...... 1] 10 4 7 2! 
Sleepiness or drowsiness . 33 41 24 32 43 
Rash or itching .......... 4 5 
Volunteered Information 
4 2 4 6 
Undesirable taste ........ 1 1 
Ringing in ears ........... 1 
1 
Burning on urination .... ... 1 1 
2 
149 155 139 167 271 


* Each dosage given for 3 days to each of 101 patients. 
from a few patients but is the result of parallel ex- 
periences in many patients and at all of the cooperat- 
ing institutions. 

When codeine was administered, gastrointestinal 
symptoms, such as loss of appetite, nausea, vomiting, 
constipation, and abdominal pain, were seen most fre- 
quently. Little increase in these symptoms was noted 
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in comparison to the effects of the placebo when pro- 
poxyphene was the medicament. Both propoxyphene 
and codeine produced a significant increase in central 
nervous system effects, such as dizziness, vertigo, head- 
ache, ringing in the ears, and nervousness. The extent 
of these changes was almost identical with the two 
drugs. These symptoms were reported infrequently. 


Comment 


An oral dose of codeine is frequently used as an 
analgesic by patients with chronic diseases producing 
low-grade pain. There are several disadvantages to 
this drug which are not observed with equally ef- 
fective doses of propoxyphene. These are (1) the 
tendency for tolerance to develop and therefore a 
need for larger doses to be given, (2) the occurrence 
of undesirable gastrointestinal side-effects, (3) the 
development of cerebral side-effects, and (4) idio- 
syncrasy to the drug. Practitioners in almost all 
fields of medicine prescribe codeine. Therefore, the 
advent of a drug with a potency equal to codeine but 
without these undesirable properties is of general 
interest. 


TaBLe 7.—Number of Patients Reporting More Frequent and 
Less Frequent Side-effects When They Received Analgesics 
Than When They Receiwed the Placebo® 
Side-effeets from Side-effeets from 

Propoxyphene Codeine 


32.5-Me. 65-Mg. 32.5-Meg. 65-Mg. 


More Less More Less More Less More Less 


Lees Of GppSttee ...ciccesscss 7 9 6 13 7 8 17 7 
Nausea and vomiting ........ 12 5 4 8 14 9 30 3 
12 12 11 16 10 25 7 
EE Scaciactcccopeedcusts 2 5 2 5 1 6 2 4 
Dizziness and vertigo ........ 6 4 9 3 4 10 1 
Drowsiness and sleepiness .... 11 7 14 5 s 7 14 4 
Rash and itching ............. 1 3 4 2 a 2 4 2 
2 1 2 1 4 4 4 

59 62 a5 61 36 


* Each dosage given for 3 days to 101 patients. 


Many patients have been given propoxyphene con- 
tinuously for periods up to two vears. None of these 
patients have indicated either a desire for or a need 
of an increased dose of this analgesic. No evidence of 
tolerance development has been seen in any of these 
patients. Past experience suggested that gastrointes- 
tinal side-effects occurred with propoxyphene but less 
frequently than would be expected with codeine. This 
impression has been verified by the data obtained in 
the present study. No true idiosyncrasy to either drug 
was observed in these studies. 

Measurable analgesic effect was observed for at 
least six hours after usual doses of each of these drugs 
had been given.”” In the present study, if prolonged 
analgesia had been obtained, it would be expected to 
persist during the first day of administration of the 
placebo. The pain score totals for the three days when 
the placebo was given were almost identical, sug- 
gesting that the analgesic activity did not last suff- 
ciently long when the drugs were withdrawn to in- 
fluence the pain scores of that first day. 
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Lasagna and co-workers ° examined the effects of 
analgesics and of placebos in patients with acute 
trauma. They observed a progressive loss in analgesic 
effectiveness of morphine and placebo in patients 
whose pain lasted longer. As the post-trauma, post- 
anesthetic, or postsurgical reactions gradually dis- 
appear, such patients become gradually more aware 
of their environment and, therefore, more aware of 
their discomfort. This may account for the increasing 
pain noted by Lasagna and co-workers * when placebos 
were given. In patients with chronic pain, no subsid- 
ing acute reaction to injury or anesthesia is involved. 
This difference in the choice of patients is a likely 
source for the differences in results obtained in these 
two studies. 

In choosing patients with chronic diseases, an at- 
tempt was made to obtain a constant intensity of pain 
against which to test the effectiveness of analgesics. 
The degree of success of this plan is shown in the fig- 
ure. The combined pain score total for the first three 
and the last three days was almost the same as the com- 
bined total of the second and fourth. Fortunately the 
plan of randomization utilized this effect by scheduling 
the same drug as the initial and as the final medica- 
ment for each patient. The combined total for the 
first and fourth periods differed from that of the second 
and fifth, and the first and second was significantly 
different from the fourth and fifth. This is evidence 
that a decrease in pain occurred during the test period 
and that this change probably did not occur at a 
constant rate. 

Although 101 patients completed the study, many 
who started did not complete the 18-day period. Such 
incomplete data were not examined. However, the 
loss of certain patients from the study produced dif- 
ferences in the number of times each of the four orders 
for administering the medicaments appear in the final 
data. The data used were obtained from patients who 
received each medicament on three days. Codeine, 65 
mg.; codeine, 32.5 mg.; propoxyphene, 65 mg.; and 
propoxyphene, 32.5 mg., were given as initial medica- 
ments to 32, 19, 25, and 25 patients respectively. 
Codeine was, therefore, the initial medicament 5] 
times and propoxyphene 50 times. Such a minor dif- 
ference in numbers would not be expected to alter the 
comparative effects of these two medicaments. 

During the 15-day period of the tests there appears 
to have been a gradual decrease in the intensity of 
the pain. A dose of 65 mg. of analgesic was given 
initially 57 times as compared to 44 times for the 32.5- 
mg. dose of analgesic. The greater frequency of ad- 
ministration of the larger doses of analgesic during 
the initial period when the pain was greatest may 
have influenced the appraisal of the relative effective- 
ness of the two doses of analgesic. This distribution 
was such that the larger doses of analgesics were used 
during the period when the pain scores were greater 
and, therefore, the true difference between the two 
doses may be greater than actually expressed by these 
pain score totals. Had the smaller dose been given 
more frequently at the beginning of the study, the 
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difference between the severity of the pain reported 
for the two doses would be expected to be more 
pronounced. 

The patients reported many symptoms which might 
have been considered undesirable side-effects of the 
analgesics. Since many similar effects were reported 
on the days when the placebo was given, only a small 
proportion of the total may have been produced by 
the drugs; many must be accepted as part of the dis- 
ease state. 

The administration of 65 mg. of codeine more than 
doubled the reports of gastrointestinal side-effects. 
Such an increase was not seen when propoxyphene 
was given in doses with an equal analgesic effect. 
Therefore, the substitution of propoxyphene for co- 
deine provides a distinct advantage. 


Summary 


In equal doses by weight propoxyphene hydro- 
chloride and codeine phosphate were equally effective 
in reducing the discomfort of chronically ill patients. 
Measurable differences in effectiveness were observed 
when 65 mg. of propoxyphene or codeine were com- 
pared to 32.5 mg. of the same drugs. Codeine when 
given orally in doses of 65 mg. produced a significant 
number of undesirable gastrointestinal side-effects. 
Such reactions were observed much less frequently 
with the same dosage of propoxyphene. When com- 
pared to the placebo, codeine and propoxyphene pro- 
duced comparable increases in the number of central 
nervous system side-effects. 


Addendum 


Since the preparation of this article, the Council 
on Drugs of the American Medical Association has 
changed the generic name of propoxyphene hydro- 
chloride to dextro propoxyphene hydrochloride. 
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CLINICAL NOTES 


DIABETES 


MELLITUS IN A SIXTY-SEVEN-DAY-OLD INFANT 


David C. Chambers, M.D., Philip Watt, M.D. 


and 


Kendrick A. Smith, M.D., Los Angeles 


It has been estimated that from 5 to 8% of all cases 
of diabetes mellitus occur in children. This incidence 
decreases with decreasing age. Because of the rarity of 
diabetes in infancy, this case in a 67-day-old child is 
being reported. 


Review of Literature 


Joslin and co-workers ' reported seven cases occur- 
ring during the first year of life in 1,430 diabetic chil- 
dren. In 1948, Schwartzman, Crusius, and Beirne ? 
collected from the world literature reports of 56 in- 
stances of diabetes developing in infants under one 
year of age, and they also described a case of their 
own. Of the 57 patients, 18 were 3 months of age or 
younger. Thirteen of these 18 patients died within 15 
months after the diagnosis was made, 4 recovered 
completely, and the remaining patient was still living 
at the time their report was published. The four who 
recovered completely apparently did not have true 
diabetes mellitus. 

Guest * reported the occurrence of diabetes in infant 
siblings in 1948. The first-born of the family was a 
normal male infant. The second-born was a female 
who died at 3 months of age in diabetic acidosis. The 
third-born was a male who, at 3 months of age, was 
found to have polyuria, glycosuria, hyperglycemia, and 
mild acetonuria. This child’s condition was well con- 
trolled, at the age of 20 months, when the article was 
published. The fourth-born was noted to have glyco- 
suria at the age of 9 days; on the 10th day, blood glu- 
cose levels of 250 to 650 mg. per 100 cc. were obtained. 
Unfortunately, no further follow-up was cited. 

Farrel and Newcomb,’ in 1950, recorded their ex- 
perience with two cases of infantile diabetes of acute 
onset with infection. One patient, a 10-month-old fe- 
male, was admitted to the hospital with pneumonia 
and possible meningitis; the other, a 12-month-old 
male, was admitted with bronchopneumonia and was 
comatose and in shock. Both were still alive in 1953. 
These cases and the cases of four other infants with 
diabetes complicated by respiratory infection were in- 
cluded in a report by Farrel, Hand, and Newcomb.” 
The age at diagnosis of the additional four patients 
ranged from 4% to 11% months. The first was a 10- 
month-old male who died on the 12th hospital day of 
acute intestinal intoxication, pneumonia, and _ otitis 
media. The second was a 4%4-month-old female who 
had a history of vomiting and polyuria for three days. 


Residents in Pediatrics (Drs. Chambers and Watt) and 
Attending Staff (Dr. Smith), Queen of Angels Hospital. 


The patient had glycosuria, acetonuria, and a blood 
glucose level of 875 mg. per 100 cc. She died 17% 
hours after admission to the hospital. The third was a 
7-month-old male with bronchopneumonia and dehy- 
dration who died 24 hours after hospital admission. (A 
sibling was given a diagnosis of diabetes at the age of 
6 years.) The fourth was an -11%-month-old female 
with a history of polyuria, fussiness, failure to gain 
weight, and drowsiness of one month’s duration. The 
blood glucose level was 288 mg. per 100 cc., and was 
associated with glycosuria and acetonuria. At the 
time of the report, the child was doing well. 

In Britain, Brodribb, McMurray, and Scott® re- 
ported two infants with onset of diabetes before one 
year of age. One was an 11-month-old female with an 
acute onset of coma, signs of bronchopneumonia, and a 
blood glucose level of 1,160 mg. per 100 cc. The other 
was a 13%-month-old male who, after immunization, 
had developed diabetes of gradual onset before one 
year of age. This infant was doing well one year after 
the diagnosis. Both infants, when their conditions 
were stabilized, showed a marked tendency to gain 
weight excessively. Gans * described a 39-day-old male 
admitted to the hospital with bronchopneumonia who 
was dehydrated and had glycosuria and acetonuria. 
The blood glucose level was 1,376 mg. per 100 cc. This 
child received 250 units of soluble insulin in the first 
24 hours and he responded well. After six weeks the 
infant’s condition was well controlled and he was re- 
ceiving 26 units of lente insulin daily, given in two 
doses. 

Hickish,* who reported the occurrence of neonatal 
diabetes in a one-month-old male, with gradual onset 
of dehydration and weakness, states that there are 
probably only 10 such cases reported. There were no 
signs of infection in this patient. The blood glucose 
level was 1,980 mg. per 100 cc. The glucose was identi- 
fied by fermentation and osazone tests and by chroma- 
tography. The infant died rather suddenly two days 
after the diagnosis. Normal pancreatic islet cells were 
found at autopsy. The survival rate of diabetics with 
onset of the condition in the first year of life is mini- 
mal, and of these survivors there are but scanty follow- 
up studies reported. 


Report of a Case 


The subject of this report was a 67-day-old female who was 
first admitted to the Queen of Angels Hospital, pediatrics serv- 
ice, Oct. 19, 1955. She weighed 3,005 Gm. (6 Ib. 10 oz.) at 
the time of her full-term normal spontaneous delivery on Aug. 
13, 1955, and was discharged from the nursery on the fifth 
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postnatal day on a diet of breast feedings. At 46 days, a mild 
hout of gastroenteritis occurred, for which oxytetracycline was 
viven orally and complete relief was obtained. On the 53rd day 
she was again seen because of marked irritability, An exam- 
ination revealed acute otitis media without associated fever, for 
which oxytetracycline was again given orally, but its use was 
discontinued shortly thereafter when diarrhea developed. Seven 
days later the child had recovered from the otitis media. At this 
time she was found to be within the normal limits in growth 
and development and cereals were added to her diet. 

On the night prior to admission to the hospital, although the 
patient was restless and irritable, she did sleep through the 
night; she took breast feedings well the following morning, 
despite the persistence of irritability and restlessness. Six hours 
prior to admission, she vomited several times and had three 
to five loose stools that were greenish and mucoid but free of 
gross blood. She had a slight fever. There were no symptoms 
of an upper respiratory infection. Shortly before admission, she 
became lethargic. Both of the patient’s parents were living and 
well, and a brother 5 years old was in good health. No history 
of diabetes was known in the family. 

When she was admitted to the hospital, the patient’s tem- 
perature was 97.4 F (36.3C) rectally, the pulse rate 200 beats 
per minute, and the respirations 40 per minute. Her weight was 
4,366 Gm. (9 lb. 10 oz.). She was moderately dehydrated, 
pale, and lethargic. Her cry was weak, but she responded 
readily to painful stimuli. The anterior fontanel was open, soft, 
and slightly depressed. The pupils were round and equal and 
reacted to light. There was evidence of bilateral subacute otitis 
media. The chest was clear, but respirations were moderately 
labored. The heart sounds were of good quality, with no mur- 
murs and no clinical evidence of cardiac enlargement. The liver 
edge was well defined 2 cm. below the right costal margin. The 
abdomen was not distended and borborygmi were present. All 
extremities were somewhat flaccid, and no resistance was pres- 
ent on passive motion. The deep tendon reflexes were dimin- 
ished, but were equal bilaterally. The initial clinical impression 
was bilateral subacute otitis media, with secondary gastroenteri- 
tis, dehydration, and acidosis. 

After specimens for blood culture and blood chemistry studies 
were drawn and a spinal puncture was done, the infant was 
placed in an oxygen tent and digitalized because of her general 
condition, tachycardia, and liver enlargement. Penicillin and 
streptomycin were given intramuscularly. The administration 
of tetracycline, fluids, and plasma was started through a cut- 
down in the ankle. 

The spinal fluid was crystal clear, free of cells, and contained 
283 mg. of protein per 100 cc. The carbon dioxide=combining 
power of the plasma was 4.5 mEq. per liter. The level of plasma 
chloride was 111 mEq. per liter, of serum sodium 139 mEq., 
and of serum potassium 3.3 mEq. The blood urea nitrogen level 
was 31 mg. 100 cc. The hemoglobin level was 10.2 Gm. per 
100 ce., the red blood count 3,730,000 per cubic millimeter, 
and the white blood count 18,000, with 63% neutrophils, 22% 
lymphocytes, 13% monocytes, and 2% basophils. The results of 
the admission urinalysis were not reported until about eight 
hours after the patient’s admission; they showed a specific grav- 
ity of 1.029, acid reaction, 4+ sugar, strongly positive acetone, 
positive diacetic acid, 14- albumin, and negative microscopic 
findings. A fermentation test on the reducing substance in the 
urine identified it as dextrose. Findings of a determination of 
blood sugar level then made on the original plasma were 430 
mg. per 100 cc., and a diagnosis of diabetic acidosis and coma 
was established 12 hours after admission. 

The patient was given 20 units of crystalline insulin intra- 
muscularly. Seven hours later the blood sugar level was 875 
mg. per 100 cc. and another 20 units of insulin was given 
intramuscularly, Six and one-half hours later, the urine sugar 
reaction was still 4+ and another 10 units of insulin was given. 
Eighteen hours after the first dose of insulin, and after a total 
of 50 units, the blood sugar level was 165 mg. per 100 ce. 
and the carbon dioxide-combining power of the plasma was 
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29 mEq. per liter. During these 18 hours the patient also re- 
ceived intravenously 200 cc. of plasma and 910 ce. of fluids 
containing 154 mEq. of sodium, 96 mEq. of chloride, 6.4 mEq. 
of potassium, and 58 mEq. of lactate. 

Thirty-seven hours after admission, the infant was well hy- 
drated, was more alert and active, and began to take oral feed- 
ings. On the second day of hospitalization, 6 units of protamine 
zine insulin and 10 units of crystalline insulin was given in the 
morning. With the patient's progressive improvement in appe- 
tite, the insulin requirement was increased, and by the seventh 
hospital day she was receiving 8 units of protamine zine insulin 
twice a day and 2 units of crystalline insulin after the second 
morning feeding. On the 8th hospital day isophane insulin was 
substituted for protamine zinc insulin, and on the 11th day the 
infant’s condition was well stabilized with 4 units of isophane 
insulin given twice daily. 

The hospital course was essentially uneventful, and she was 
discharged on the 13th hospital day. She weighed 5,443 Gm. 
(12 Ib.) and was on a diet of evaporated milk formula and 
cereals, Her urine was sugar free with a regimen of 4 units 
of isophane insulin in the morning and another 4 units in the 
late afternoon. It should be mentioned that “Tes-Tape,” an 
indicator paper for detection of urinary glucose, just made 
available for clinical trial at this time, was a great help in test- 
ing the wet diapers after removal of the retention catheter on 
the third day. 

Since discharge from the hospital, the infant has had two 
further admissions, one for control study of insulin dosage and 
the other for an acute diffuse upper respiratory infection. 
Glycosuria increased during the latter and was easily controlled. 
Complete immunizations have been given, with only mild febrile 
reactions. Diet has been increased according to age and insulin 
dosage has been regulated without difficulty, When she was 
last seen, in October, 1956, the infant showed normal growth 
and development. Her condition is well controlled with a regi 
men of 6 units of protamine zinc insulin daily. 


Summary and Conclusions 


In a case of diabetes mellitus in a 67-day-old infant, 
coma was controlled rapidly with use of insulin and 
intravenously given fluids. Diabetic acidosis, as a cause 
of coma in infants, must be considered in differential 
diagnosis. 


2301 Bellevue Ave. (26) (Dr. Chambers). 


The “Tes-Tape” used in this study was supplied by Eli Lilly 
& Company, Indianapolis. 
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COUNCIL ON DRUGS 


Sodium Liothyronine.—Sodium t-triiodothyronine.— 
Sodium t-4-(3-iodo-4-hydroxyphenoxy )-3,5-diiodophe- 
nylalanine.—The structural formula of sodium liothyro- 
nine may be represented as follows: 


I I Wo 
HO CHeC-C 
NHe2 
I 


Actions and Uses.—Liothyronine, the physiologically 
active isomer of triiodothyronine, is approximately 
twice as active as the racemic (pL-) form. The drug 
differs in chemical structure from thyroxin only in the 
absence of one iodine atom at position 5. It produces 
all of the qualitative metabolic and clinical effects of 
desiccated thyroid and thyroxin but differs quantita- 
tively in being much more rapid in action and about 
three to four times as potent as an equal amount of 
levothyroxine (1-thyroxine). Liothyronine has been 
isolated in minute amounts from the thyroid gland and 
the blood plasma; however, sodium liothyronine is pre- 
pared synthetically. The thyroid gland itself is not be- 
lieved to be a principal site of elaboration of this 
substance; recent studies have demonstrated that 
levothyroxine is converted to liothyronine in various 
peripheral tissues. These studies suggest the possibility 
that levothyroxine, the principal secretion of the thy- 
roid gland, becomes active at the cellular level only 
after deiodination to the triiodo form, liothyronine. 
The metabolically active substance is then believed to 
be absorbed directly by the target cells, thus eliminat- 
ing the latent period ordinarily required for the deio- 
dination of levothyroxine. Although this concept will 
require further study for ultimate substantiation, it 
offers a plausible explanation for the potency, rapid 
onset, and the short duration of the action of liothy- 
ronine after cessation of therapy. 

Sodium liothyronine is absorbed readily from the 
gastrointestinal tract. It is rapidly cleared from the 
blood stream and is more loosely bound to plasma 
proteins than is thyroxin; hence, oral administration 
does not appreciably elevate the levels of protein- 
- bound iodine. Little is known about the metabolism 
sf of liothyronine in the peripheral tissues except that 
a iodine is liberated. Some of this iodine is excreted in 
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the feces via the bile; the remainder is transported to 
the thyroid, where it is synthesized to thyroxin and 
stored as thyroglobulin. 

Sodium liothyronine is effective for the treatment 
of hypothyroidism. It may therefore be employed as 
initial therapy or as an adequate replacement for thy- 
roxin or desiccated thyroid in the treatment of primary 
and secondary myxedema, cretinism, and occult hypo- 
thyroidism. Clinical diagnosis of the latter condition 
should be confirmed by the usual laboratory findings 
of lowered protein-bound iodine value, low radioactive 
iodine uptake, and low basal metabolic rate. There is 
also evidence that sodium liothyronine is of value in 
the treatment of simple, nontoxic goiter. In certain 
circumstances, the rapid onset and short duration of 
action of the drug offer definite advantages over the 
older thyroid preparations. Thus, effects of the drug 
subside more rapidly once therapy has been discon- 
tinued, and a more rapid therapeutic effect may be 
achieved when deficiency symptoms are unusually 
severe. On the other hand, the more frequent admin- 
istration of the drug required for continuous therapy 
may be disadvantageous in the long-term management 
of such conditions as myxedema. There is, however, 
adequate evidence that liothyronine is not only a satis- 
factory substitute for thyroxin and desiccated thyroid 
in the treatment of hypothyroidism but is also capable 
of producing satisfactory responses in some patients 
whose conditions are refractory to these drugs. 

Sodium liothyronine has been employed for the 
treatment of a syndrome known as metabolic insufli- 
ciency. This is said to be characterized by such com- 
plaints as lethargy, easy fatigability, dry hair and skin, 
obesity, nervousness, irritability, emotional instability, 
sensitivity to cold, headache, ill-defined aches and 
pains, facial puffiness, water retention, diminished 
sexual potency in the male, and menstrual irregularity 
and dysmenorrhea in the female. Although these 
diverse signs and symptoms do not necessarily identify 
a specific disease entity, they may be related to a 
nonthyroidal deficiency of metabolic-regulating prin- 
ciple(s) at the cellular level. Thus, it is believed that, 
in certain patients with normal thyroid function as 
measured by protein-bound iodine values and radio- 
active iodine uptake, there is an inability of the periph- 
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eral target tissues to utilize thyroxin or to convert 
it into the more active form, liothyronine. In such 
patients, the basal metabolic rate may be low, and no 
improvement as evidenced by symptomatic response 
or elevation of basal metabolic rate can be obtained 
by administration of thyroxin or thyroid extract. Some 
patients with the foregoing clinical and laboratory 
findings have improved after administration of sodium 
liothyronine. Although such observations have fostered 
the concept of metabolic insufficiency and although a 
clinical syndrome of euthyroid hypometabolism may 
exist, it still must be demonstrated that patients with 
nonmyxedematous hypometabolism are unequivocally 
benefited by sodium liothyronine. It should also be 
borne in mind that the signs and symptoms of this 
“syndrome” may be confused with many organic or 
functional disorders and that a beneficial effect may 
follow the administration of placebos in such condi- 
tions. Likewise, a depressed basal metabolic rate may 
be seen in conditions entirely unrelated to hypometab- 
olism, as for example in adrenal cortical hypofunction 
(Addison’s disease) or nephrosis. Thus, the use of 
liothyronine for so-called metabolic insufficiency 
should be reserved for those patients who present the 
clinical picture of hypothyroidism, including a low 
basal metabolic rate. The indiscriminate trial of this 
drug to relieve such vague symptoms as physical and 
mental sluggishness, irritability, depression, and nerv- 
ousness is not justified. 

Sodium liothyronine, as well as the older thyroid 
preparations, has been used empirically for the treat- 
ment of male infertility. There is some evidence that 
liothyronine, in contrast to thyroxin, effects an in- 
crease in sperm count and motility. Whether this effect 
improves fertility is not yet known. Additional con- 
trolled studies are therefore necessary to assess more 
fully the possible value of the drug in this condition. 

Sodium liothyronine has also been used for the treat- 
ment of such gynecologic disorders as amenorrhea, 
premenstrual tension, and dysmenorrhea. In certain 
cases, the drug produces decidedly beneficial effects in 
the regulation of menstrual periods, particularly in 
young women. Whether these patients represent cases 
of so-called metabolic insufficiency or true hypothy- 
roidism is unknown. In many instances, beneficial 
effects have been noted in patients who seem metaboli- 
cally active and who present no clinical or laboratory 
evidence of thyroid insufficiency. Ultimate evaluation 
of sodium liothyronine for these purposes is further 
complicated by the poorly understood interrelation- 
ships between the hormonal, metabolic, and psycho- 
logical factors involved in normal menstruation. How- 
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ever, since sodium liothyronine is a more rapidly acting 
form of thyroid hormone, its discriminate administra- 
tion in carefully selected cases may be justified in an 
attempt to establish menstrual regularity. 

Because of its rapid onset of action, symptoms of 
overdosage of sodium liothyronine such as tachycardia, 
excitability, or hyperhidrosis appear promptly, general- 
ly within 24 to 48 hours. The evanescent action of the 
drug, however, allows these unpleasant symptoms to 
subside within a similar period after discontinuation of 
medication. Sodium liothyronine should be used with 
extreme caution in the presence of angina pectoris, 
cardiovascular disorders, or ischemic states. It is con- 
traindicated in patients with adrenal insufficiency, 
hypopituitarism, hypogonadism, or nephrosis. 

Dosage.—Sodium liothyronine is administered orally 
and dosage is expressed in micrograms. Initial dosage 
should be low and may be followed by small increases 
at weekly or biweekly intervals. The drug is ad- 
ministered in single or divided daily doses. 

For the treatment of hypothyroid states, the usual 
initial dose for adults is 5 to 25 mcg. daily. Dosage 
is then increased at one-to-two-week intervals in small 
increments until a satisfactory response has been ob- 
tained. Maintenance requirements vary according to 
the severity of the hypothyroidism and the individual 
response. In overt myxedema, the recommended initial 
dose for adults is 5 meg. daily, and the usual main- 
tenance dose is 50 to 100 mcg. daily. In occult hypo- 
thyroidism, the usual initial dose is 25 meg. daily; the 
usual maintenance dose is 25 to 75 meg. daily. For 
nontoxic goiter, therapy is initiated with 5 mcg. daily 
the usual maintenance dose is 25 to 75 meg. daily. If 
sodium liothyronine is to be substituted for thyroxin 
or desiccated thyroid in athyreotic individuals, use of 
the latter agents should be discontinued one to two 
weeks before initiating liothyronine therapy. 

Dosages that have been employed for adults in the 
syndrome known as metabolic insufficiency and in the 
treatment of male infertility and gynecologic disorders 
range from 5 to 25 mcg. daily initially, and from 25 to 
75 meg. daily for maintenance. For male infertility, 
maintenance doses are usually in the lower range. 
However, until the usefulness of the drug in these 
conditions is established, the dosage used for such 
purposes should be regarded as tentative. 

For all indications, dosage should be proportionately 
reduced for infants and children and for geriatric 
patients. 


Applicable commercial name: Cytomel. 


Smith, Kline & French Laboratories cooperated by furnishing 
scientific data to aid in the evaluation of sodium liothyronine. 


Mimic of Appendicitis in Childhood._The most common mimic of appendicitis in childhood 
is non-specific mesenteric adenitis: enlargement of the mesenteric (especially ileal) glands oc- 
curring in response to infection elsewhere, almost invariably tonsillitis. There may occasionally 
be vomiting and there is usually tenderness in the right iliac fossa. Guarding is minimal: it is 
usually possible to sink a hand into the abdomen and, in spare children, to feel the glands. Evi- 
dence of a present or recent upper respiratory-tract infection with inflamed tonsils and enlarged 
cervical glands is usually forthcoming and clinches the diagnosis. The pain disappears within 
forty-eight hours. If laparotomy is performed a normal appendix is found, together with large 
fleshy hyperaemic mesenteric glands.—J. B. Binks, M.B., F.R.C.S., Observations on the Diag- 
nosis of Acute Appendicitis in Childhood, The Practitioner, July, 1956. 
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ORIENTAL INFLUENZA EPIDEMIC 


During the past few weeks, public health officials 
have been carefully following the progress of influenza 
epidemics in the Orient. The disease was seen first in 
Hong Kong and Singapore. Then, in rapid succession, 
almost simultaneous epidemics have occurred in Tai- 
wan, the Philippines, the Malayan States, Indonesia, 
Japan, and India. A number of sharp outbreaks were 
reported aboard commercial and U.S. naval vessels. 
The presence of American military laboratories located 
near these areas, notably the Army’s 406 Medical Gen- 
eral Laboratory in Japan, provided unique circum- 
stances for study of the epidemiology of this disease 
and for comparisons between various population 
groups. These opportunities have been well exploited 
by the U. S. Army Medical Service. 

Unusually high attack rates have been noted, with 
an average estimated to be 19% in the Philippines, al- 
though in individual communities higher attack rates 
have been reported. The clinical description is typical 
of the influenza seen in recent years: rapid onset, fever, 
malaise, muscle aches, coryza. The disease lasts three 
to five days. The mortality rates have been less than 1 
per 1,000 cases, and these deaths were usually in in- 
fants and debilitated persons. 

U.S. Army medical teams, sent to investigate the 
earliest epidemics, isolated viruses from throat wash- 
ings which appeared unusual in laboratory tests. Re- 
sult of careful antigenic analyses at the most competent 
influenza laboratories make it clear that a new anti- 
genic family of type A virus has now appeared which 
is strikingly different from any previous isolates. These 
laboratories include the Walter Reed Army Institute 
of Research, the World Health Organization Influenza 
Laboratories, and the laboratories of members of the 
Commission on Influenza, Armed Forces Epidemio- 
logical Board. Intensive studies of the characteristics 
of these viruses are now under way. 

Prototype strains were sent to vaccine manufacturers 
on May 22, and all necessary preparations are being 
made for inclusion of the variant strain in a new for- 
mula influenza vaccine. The Department of Defense 
has expressed interest in utilization of this vaccine 
among its personnel in the fall. 
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The World Health Organization International |p. 
fluenza Center for the Americas has alerted all labora. 
tories in the influenza study program and is supplying 
samples of the new virus and typing antiserums and 
working with the Public Health Service's division of 
biologics standards in consultations with vaccine many. 
facturers. 

A center for epidemic intelligence has been main. 
trined in the National Office of Vital Statistics of the 
Public Health Service, and summaries of this informa. 
tion appear in the Morbidity and Mortality Weekly Re. 
port. 

Private physicians should immediately report sus. 
pected cases to their health departments, which link 
to the state-federal-international reporting system, s 
that any occurrence of suspected influenza can be 
quickly investigated and the laboratory diagnosis can 
be made. State and territorial health officials have beer 
advised of the situation by the Public Health Service 
Public Health Service epidemic intelligence officers 
assigned to state and local health departments, will as- 
sist in investigating any early signs of the occurrence 
of influenza. 

Foreign quarantine inspectors, stationed by the Pub- 
lic Health Service at all international seaports and air- 
ports, are advising travelers from the Orient to see 
their private physicians if they develop a respiraton 
illness within 10 days after their arrival. The names 
and addresses of passengers who have a respiratory ill- 
ness upon arrival are forwarded to health officers in the 
communities to which the travelers are going. 

As new developments occur, the medical profession 
will be kept informed through appropriate medical 
channels. Meanwhile, full advantage should be taken 
of the resources of the state and local health depart- 
ments, which are in constant receipt of information. 
and which have been furnished with lists of labora- 
tories having facilities for diagnosing influenza. 


BCG VACCINATION AGAINST TUBERCULOSIS 


BCG vaccination has been accepted more broadl 
throughout the rest of the world than in the United 
States. Elsewhere in this issue of THE JoURNAL (page 
951) is a report of the Medical Advisory Committee 
of Research Foundation in Chicago. This committee is 
composed of recognized authorities in the field of 
tuberculosis and public health from all parts of the 
United States. From this report it is evident that the 
tuberculosis problem in the United States is still @ 
serious and pressing one. 

The fact that the morbidity to tuberculosis stil 
remains high, notwithstanding the sharp fall in mor 
tality, may be surprising to some, since popular sources 
of information have implied that, with the advent 0 
modern chemotherapy and thoracic surgery, tuber- 
culosis in the United States is a disease of the past. 

To combat the continued high incidence of tuber- 
culosis, especially in certain overpopulated metro 
politan centers, Dr. Howard W. Bosworth, president 
of the National Tuberculosis Association and forme! 
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president of the American Trudeau Society, has stated 
that improved housing and vaccination are necessary 
steps. This was also the opinion of the Medical Ad- 
visory Committee. Its members also claim it is estab- 
lished that BCG, particularly in the freeze-dried form, 
is well standardized for safety and potency. 

As for the efficacy of BCG vaccination, the results 
quoted in their report show why the committee be- 
lieves there is unequivocal evidence demonstrating 
BCG to be a highly effective vaccine for the prevention 
of tuberculosis. The recent report of the Medical Re- 
search Council of Great Britain is quoted in some 
detail. This is one of the most meticulous studies of 
its kind and from its findings one may expect as high 
as an 80% reduction in the incidence of tuberculosis 
in BCG-vaccinated persons as compared to the tuber- 
culin-negative controls. These results are similar to 
those obtained in studies in the United States among 
Indian, white, and Negro populations. 

BCG may be obtained from the laboratories of 
Research Foundation and the University of Illinois, 
the only institutions licensed to produce and distribute 
BCG throughout the United States and its possessions. 
The committee adopted the American Trudeau Society 
recommendations designating the groups who would 
benefit most by BCG vaccination, but also recom- 
mended that BCG be made available to any licensed 
physician. However, the committee stressed that 
BCG should be used primarily as an adjunct to the 
well-accepted and proved methods of tuberculosis 
control. 


EFFECTS OF PROLONGED IODINE 
ADMINISTRATION 


For many years iodine has been given in various 
forms for prolonged periods in the treatment of sev- 
eral diseases, notably asthma and bronchiectasis. Its 
effect on the mammalian thyroid, however, is curi- 
ous and even paradoxical.’ Because it is used in the 
prevention and treatment of goiter, its goitrogenic 
action went unrecognized until about 1952, when 
Bell* observed goiter with and without myxedema 
in five patients who had taken iodine for periods of 
two months to seven years. Three were being treated 
for asthma, one for goiter, and one for a suspected 
goiter. Although circumstantial evidence strongly sug- 
gested a causal relationship between the taking of 
iodine and the development of the thyroid disease, 
Bell avoided drawing a definite conclusion to that 
effect. One bit of evidence was the disappearance of 
the thyroid disorder when the administration of iodine 
Was stopped, 

In the five years that have elapsed, Bell’s observa- 
tions have been amply corroborated and_ several 
studies of the mechanism of this goitrogenic action 
have been made. Morgans and Trotter’ state that, 
when the quantity of ingested iodine is less than 
about 0.1 mg. a day, the thyroid cannot make adequate 
quantities of hormone and clinical hypothyroidism 
develops, but, on the other hand, single doses above 
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about 5 mg. also block, temporarily at least, the forma- 
tion of thyroid hormone. Turner and Howard * state 
that an excess of iodide traps the elemental iodine, 
possibly as I;, thus making it unavailable for iodinat- 
ing tyrosine. Rubinstein and Oliner * made two tracer 
studies in a patient who had taken iodine for asthma 
for about 21 years. A goiter had been present for 
about four years when the patient was seen and the 
taking of iodine was stopped. On the day after the 
use of iodine was discontinued, one tracer study was 
made, and a second was made six days after the first. 
The first showed that radioactive iodine (I'*') was 
rapidly accumulated by the thyroid. A peak of 70% 
uptake was reached in two hours. The iodine was also 
discharged rapidly, so that only 40% was present in 
the gland 24 hours after the tracer dose was given. No 
protein-bound iodine appeared in the blood. On the 
second test an uptake of 90% of the I'*' was observed 
after two hours and 100% after six hours. The dis- 
charge of the I'*’ was slow, about 82% being present 
in the gland four days later. The serum protein-bound 
iodine level climbed to 0.5% of the dose per liter 
within four days. The authors concluded that in this 
patient the iodine-trapping mechanism was normal 
but the ability of the thyroid to form protein-bound 
iodine was blocked as a result of the prolonged taking 
of iodine. This resulted in rapid loss of iodine from 
the gland and the development of a goiter. In some 
patients, despite hyperplasia of the gland, myxedema 
will develop after prolonged administration of iodine. 
The authors further concluded that, after the taking 
of iodine had been stopped for only one week, all of 
the I’* discharged from the gland was in the form 
of protein-bound iodine. In this case the patient 
became euthyroid in about five weeks. 

In view of the fact that prolonged administration of 
iodine is no new phenomenon, it seems strange that 
its long-range effects on the thyroid were not recog- 
nized sooner. It is true that many persons with asthma 
take iodides for prolonged periods without thyroid 
disturbances developing, but the proportion of those 
who do get myxedema and/or goiter is greater than 
that for the general population. With the clear evi- 
dence of the hazards of prolonged treatment with 
iodides, it should be possible to prevent the occurrence 
of iatrogenic goiters. Failing that, early recogni- 
tion of the condition and withdrawal of the drug 
or the concurrent administration of 120 to 200 mg. 
of thyroid extract daily will result in their prompt 
disappearance. 


1. Morgans, M. E., and Trotter, W. R.: Myxcedema Attrib- 
uted to Iodide Administration, Lancet 21335-1337 (Dec. 26) 
1953. 

2. Bell, G. O.: Prolonged Administration of lodine in the 
Pathogenesis of Simple Goiter and Myxedema, Tr. Am. Goiter 
A. (1952) pp. 28-37, 1953. 

3. Turner, H. H., and Howard, R. B.: Goiter from Prolonged 
Ingestion of Iodide, J. Clin. Endrocinol. 1@2141-145 (Jan. ) 
1956. 

4. Rubinstein, H. M., and Oliner, L.: Myxedema Induced 
by Prolonged Iodide Administration, New England J. Med. 
256:47 (Jan. 10) 1957. 
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SCENES FROM THE NEW YORK MEETING 


Vol. 


1. Four new trustees flank President-elect Gundersen and Board Chairman Hamilton. 2. Retiring 
President Murray hands gavel to Allman, new President. 3. President gives Distinguished Service award 
to Tom D. Spies. 4. Reference committee in session on ethics draft. 5. On stage at inaugural. 6. Presi- 
dent-elect presents special award to Parke, Davis & Company representative. 7. Robert S. Gill presents 
$5,000 Passano award to Dr. William M. Clark at right. 8. House of Delegates in session. 9. Sears 
Roebuck Foundation award given by A. M. A. Trustee Blasingame to retiring President Murray. 
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10. President Allman with new A, M. A. Vice-president, Dr. Jesse D. Hamer. 11. A. M. A. President-elect, immediate 
past-president, Speaker of House, and President at inaugural. 12. Student A. M. A. representatives with California 
delegates. 13. Mrs. Paul C. Craig, new President, and Mrs. Robert Flanders, retiring President, of Auxiliary. 14. Wis- 
consin Delegate Stovall escorts Gunnar Gundersen to rostrum moments after his election as President-elect. 15. Brinks 
guards with $170,450 donated to AMEF by Illinois doctors. 16. Allman presents special layman award to Henry Vis- 
cardi Jr. 17. Goldberger award goes to Dr. Paul Gyorgy for nutrition advances. 
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ON SCHOOL HEALTH 
THROUGH 
MEDICA, ASSOCIATION 


18. Emergency resuscitation in scientific exhibit. 19. Special scientific exhibit on fractures. 20. Scientific exhibit 
on hypothermia. 21. Life-like hands in arthritis exhibit. 22. “Gastrointestinal Cancer” as shown under microscope 
slides. 23. Exhibiting “The Education of Preschool Children with Impaired Hearing” in various parts of world. 
24. Listening to recorded message in “Physician and Schools” exhibit. 25. Discussing new techniques for traction in 
another scientific exhibit at Coliseum. 
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26. View of large audience in ballroom during televising of inaugural. 27. Dr. H. Gordon Ungley, representing 
British Medical Association, meets Dr. Louis H. Bauer at International Medical Film Exhibition. 28. Get-together 
before convention, at meeting of medical society presidents. 29. Discussing atomic fall-out at preconvention medical 
civil defense conference. 30. Testing equipment for two-way amplified telephone conference with physicians in 
London. 31. Two foreign medical film experts meet with A. M. A. officials. 32. More participants in first International 
Medical Film show. 33. Presentation of silver Hektoen medal for exhibit on chronic thyroiditis. 
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34. Busy scene during registration at Coliseum. 35. A registered nurse gives free poliomyelitis shots at Coliseum. 
36. Commercial exhibitor shows how station wagon can be converted into ambulance. 37. One of many physicians 
taking free physical examination at exhibition hall. 38. Scene at exhibit of American Physicians Art Association. 


39. Physicians discuss fresh pathology specimens sent to exhibit from New York hospitals. 40. Awarding Hektoen 
bronze medal. 
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41. Gold medal of the Hektoen awards is won for scientific exhibit on open surgical repair of intracardiac mal- 
formations. 42. Dorothy Lundquist, 17, shows exhibit which won National Science Fair award. 43. Warren Prince, 
also 17, with his prize-winning entry in National Science Fair. 44. Billings gold medal in scientific exhibit goes for 
“The Present Indications for Cardiac Surgery.” 45. The Billings silver medal award for “Pain Patterns in Abdominal 
Diseases.” 46. Illuminated transparencies help demonstraie “Brucellosis and the Heart” at Coliseum. 47. Billings 
bronze medal goes to exhibit on “The Modern Endocrine Approach to the Diagnosis and Management of the Infertile 
Patient.” 
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THE 1957 SCIENTIFIC ASSEMBLY 


Of the approximately 400 papers presented on all 
aspects of medical practice at the New York meeting, 
the prevailing theme throughout the scientific section 
meetings was one of maintaining good health and the 
prevention of disease. This emphasis seemed in con- 
trast to the usual stress on curing illness that has al- 
ready occurred. The large attendance at all the 
scientific programs paralleled the unusual interest and 
attention given to the speakers and to those who dis- 
cussed the papers after presentation. Limitations of 
space prevent a discussion of all the papers presented 
at the meeting, but some warrant special comment. 


Diet as a Preventive and Therapeutic Tool 


An outstanding example of preventive medicine 
being applied to clinical practice was the week-long 
conference on diet as a preventive and therapeutic tool 
for the doctor. Judging from the questions most fre- 
quently asked by the physicians attending this unique 
strictly question-and-answer tvpe of symposium, there 
is a need for general exploration of nutrition from 
conception to weaning. Dr. M. Edwards Davis of 
Chicago emphasized that nutritional status may play 
a relatively unimportant part in infertility, especially as 
concerned with vitamin and mineral supplementation; 
these supplements, including vitamin E, are found to 
be of little value in combating infertility. Dr. Davis 
indicated that he has not been impressed with the 
value of diet supplements in both infertility and ha- 
bitual abortion. 

Many questions were asked regarding nursing as 
opposed to artificial feeding of infants. All of the 
participants, when discussing nutrition and reproduc- 
tion, emphasized that breast feeding has definite 
nutritional as well as psychological advantages. Since 
the prospect of nursing should best be considered 
very early in pregnancy or even before conception, 
it was pointed out that exploration of the subject of 
nursing with the expectant mother is more a responsi- 
bility of the obstetrician than of the pediatrician. Many 
of the pediatricians agreed that they saw their mothers 
too late to help them establish a nursing pattern. 

Dr. Robert L. Jackson of Columbia, Mo., stressed 
that full-term infants being nursed do not require any 
extra dietary supplements other than vitamin D. Milk 
of healthy mothers will meet all of the infants’ nutri- 
tional requirements with the exception of this vitamin. 
In response to questions from the floor, Dr. Jackson 
emphasized that the artificially fed infant must re- 
ceive a total of 400 I. U. of vitamin D, and ascorbic 
acid supplementation might begin when artificial feed- 
ing begins. Dr. Jackson also emphasized that vitamin 
A is adequate in both human and cow’s milk but that 
it must be especially supplied if the infant is given 
skim milk. 

Many questions pertaining to infant feeding prob- 
lems were asked. A panel, consisting of Dr. Clement A. 
Smith of Boston, Dr. Robert E. Cooke of Baltimore, 
Dr. Harry Bakwin of New York, and Dr. Jackson, 
generally agreed that, when an infant refuses food or 
is sickened by it, that more would be accomplished 
by examination of the infant than from the examination 
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of the food. In the experience of Dr. Clement Smith, 
75% of these problems result from infections or con- 
genital abnormalities. 

There was special interest displayed in iron supple- 
mentation. Dr. William J. McGanity of Nashville, 
Tenn., stated that when iron is given it should be given 
in supplemental rather than therapeutic doses; he also 
questioned the need, in the first place, for iron supple- 
mentation in pregnancy except as required after proper 
examination. Dr. Jackson, later in the week, empha- 
sized that, if the placenta is not severed too soon, as 
much as 45 mg. of iron may be transported from the 
mother; if this happens, the infant is well supplied 
with iron and may not have any need for iron supple- 
mentation until the third month. 

One of the most interesting sessions of the entire 
five-day symposium was the discussion on diet in 
cardiovascular-renal disease. Dr. Grace A. Goldsmith 
of New Orleans exploded many of the myths that have 
been recently associated with diet and atherosclerosis. 
She emphasized that much of the information current- 
lv available is still in the nature of research reports 
and that the physician must be particularly cognizant 
of this fact in treating patients with, or who are pre- 
disposed to, coronary artery disease. In response to 
many questions having to do with unsaturated oils, 
plant sterols, and fat content of the diet, Dr. Gold- 
smith reported that any alterations made in the diet 
of patients must be considered of experimental nature 
and that the physician must follow the patient’s condi- 
tion quite carefully. She felt that it would be of 
advantage if cholesterol and other blood lipid levels 
were determined regularly. Cardiac patients should, 
bv all means, avoid being overweight. She also felt 
that there was little harm in the use of animal fat if 
the attention were given to the amount and if vege- 
table oils were used in the diet. It was emphasized 
that when vegetable oil is used, e. g., 1 oz. three times 
a day, that this should be considered as an experiment: 
the same could apply to beta-sitosterols, which are 
often used. A question was raised as to the use of large 
doses of nicotinic acid in controlling the cholesterol 
levels of the blood. It was pointed out there are not 
vet enough studies reported with adequate controls 
to suggest that massive doses of nicotinic acid offer 
promise. The cholesterol reductions reported may be 
due to a stress condition brought on by the nicotinic 
acid. Both Dr. Goldsmith and Dr. Fredrick J. Stare, 
of Boston, pointed out that weight change has much to 
do with the levels of cholesterol in the blood but that. 
again, attempts to alter blood lipid patterns by weight 
reduction must be considered experimental. 

The subject of fat in the diet, as well as the relation 
of dietary intake to atherosclerosis, was probably the 
most discussed topic of the meeting, arising in almost 
every section meeting from internal medicine through 
pediatrics and otolaryngology, and even being an oc- 
casional part of some surgical discussions. 


General Scientific Meetirgs 


During the first day of the General Scientific Meet- 
ings, recent advances related to medicine and surgery 
were presented. At the morning symposium on the 
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surgical specialities, Dr. Frederick H. Falls of Chicago, 
in describing the surgical treatment of ectopic preg- 
nancy, included in his talk, limited to obstetrics and 
gynecology, the relation of fibroids to ectopic preg- 
nancy; he then went on to describe tubal plastic opera- 
tions using polyethylene tube to overcome sterility. 
When the subject of ear surgery was presented at this 
same symposium, Dr. Walter E. Heck of San Fran- 
cisco, in telling of the application of the operating 
microscope for magnification, discussed “tympano- 
plasty” to restore middle ear function in ears injured 
by chronic infection or impaired by emergency mas- 
toid operations that had been performed years before. 

The afternoon session was devoted to recent advances 
in the field of internal medicine. Dr. Clarence C. 
Pearson, Seattle, discussed those scientific advances he 
felt most helped him in his private practice. In the 
field of radioisotopes for diagnosis and therapy, Dr. 
Pearson described the change in the radioiodine (I '*’) 
test from a 24-hour uptake to a 6-hour uptake, which 
was found to give superior results in addition to con- 
venience. The value of radioactive phosphorus (P **) 
in polycythemia and chronic granulocytic leukemia 
was also presented. Continuing with the discussion of 
P*, in metastatic carcinoma of the breast and bone, 
the addition of androgens seemed to increase the 
uptake of P *’, providing more excellent results after 
treatment. Going on to renal disease, the potentialities 
of precutaneous biopsy of the kidney were mentioned 
for the early detection of the mechanism of the 
nephrotic syndrome, as a useful tool for steroid hor- 
mone therapy. 

In addition to comments on the subject of athero- 
sclerosis, Dr. Oglesby Paul, Chicago, speaking on ad- 
vances in cardiology, told that while there was still 
no answer as to how to prevent congenital heart 
disease, the complex techniques of direct-vision sur- 
gery have made more congenital lesions amenable 
to this type of therapy. Going to rheumatic fever, Dr. 
Paul told of the tragedy of children and young adults 
with a rheumatic history who were not receiving 
proper prophylaxis, either because of uncooperative- 
ness or because the parents or patients themselves 
were negligent. 

The subject of geriatrics was presented by Dr. Wil- 
liam H. Lewis Jr., of New York, who referred to age- 
linked diseases which are “apparently autogenous” and 
associated with the biology of aging. However, it was 
mentioned that the biology of senescence must be 
separated from the effects of age-linked diseases. 

Dr. Henry Turner, Oklahoma City, in describing the 
advances in endocrinology, mentioned the actions and 
uses of the halogenated derivatives of cortisone and 
hydrocortisone. These will support the patient with 
adrenal cortical hypofunction (Addison's disease ), 
but the sodium-retaining effect is so great that edema 
and hypertension appear before symptomatic benefits 
have occurred. The clinical application of the newer 
tests for adrenal and thyroid function was also pre- 
sented, 

Advances in nutrition were discussed by Dr. Tom D. 
Spies, winner of the A. M. A. Distinguished Service 
award for services to medicine and humanity, who 
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mentioned situations where, because of nutritive 
disease of the supporting tissues (which is prevent- 
able), a patient might, for example, lose his teeth, 
although the tooth structures are essentially perfect. 
He emphasized the case of general nutritive failure as 
analogous to heart failure. The physician who has pa- 
tients with infections should always give them all the 
support humanly possible by appiying the principles 
of nutrition. It might be added that one particular 
scientific exhibit, “Foods in Oral Electrolyte Therapy,” 
showed how correct choice of foods as replacement 
therapy can be applied in the home, emphasizing Dr. 
Spies’ points. 

During the second day of the General Scientific 
Meetings, Dr. Dale G. Friend of Boston, in discussing 
the sedative and hypnotic drugs, mentioned a particu- 
lar tranquilizer that unfortunately can create too much 
sedation in patients unless the dose is carefully ad- 
justed. He also warned of the strong evidence of 
addiction that has appeared. 


Research in Ophthalmology 


While the various scientific sections did not offi- 
cially begin meeting until] Tuesday afternoon, one 
particular paper presented at the Association for Re- 
search in Ophthalmology, Inc., is worthy of general 
note. Dr. Conrad Berens of New York told of the work 
he and Drs. Girard, Fonda, and Sells performed testing 
the effects of tachistoscopic training on visual func- 
tions in myopic patients. In this study of visual train- 
ing, using the Renshaw technique (projecting digits 
on a screen for limited times), it was felt there was a 
percentage gain of about 11 in both eyes for those 
patients who seriously wanted to improve. However, 
Dr. Berens went further and stated that the retention 
of gains must yet be studied, and such a study must 
include the patient motivation in the final estimate of 
results. Whether improvement is due to learning to 
“interpret” blurred images or is an improvement in 
perception is still subject to final determination. 


Section on General Practice 


At a meeting of the Section on General Practice, Dr. 
Chester Keefer of Boston said that the physician in 
private practice should maintain a critical attitude 
toward the newer drug preparations until they have 
satisfied the test of use and time and thus demonstrated 
their merit. At the same section meeting, Dr. George 
L. Thorpe, Chairman of the Section, from Wichita, 
Kan., discounted several theories on the cause of 
overweight, including glandular disorders and emo- 
tional conflicts, per se. He emphasized a natural or 
normally balanced diet as the logical method of 
weight reduction. 

Another study reported to the Section on General 
Practice was that of blood pressure findings in healthy 
persons from youth to old age. Drs. Arthur M. Master, 
Richard P. Lasser, and Harry L. Jaffe of New York 
stated that systolic blood pressure which shows a 
consistent rise up to age 75 does not continue to rise 
afterward. The diastolic pressure does not rise after 
age 65. The mean blood pressure for the entire age 
group over 65 was 145/80 mm. Hg for males and 
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156/84 for females. The “model” blood pressure was 
140/80 for both males and females. The factors which 
enable women to tolerate higher pressures better than 
men are unknown, but women in the 50-to-70-year age 
range seem to have higher blood levels of cholesterol 
and lipids and other materials believed to contribute 
to atherosclerosis, yet they have a lower clinical inci- 
dence of this disease than men. 


Various Section Meetings 


The experimental production of acne by intramuscu- 
lar injections of progesterone was described by Drs. 
Israel Zeligman of Baltimore and Louis F. Hubener, 
Gainesville, Fla., in one of the dermatology section 
meetings. This sebacious hyperplasia was considered 
to be due to the frequent exacerbation of acne vulgaris 
during pregnancy and the premenstrual period. Ten 
of 11 patients with no previous acne developed such 
manifestations after progesterone administration. The 
treatment of pityriasis rosea was another subject of 
the dermatology section. Drs. Rolfe W. Salin, Arthur 
C. Curtis, and Albert Wheeler of Ann Arbor, Mich., 
described the use of gamma globulin injections, pro- 
vided given early enough, as a practical method for 
shortening the course of this skin disease. These three 
University of Michigan researchers said the results of 
their efforts and treatment support the theory that this 
particular disease is caused by a filterable virus. They 
referred to the seasonal and epidemic nature of this 
harmless, though annoying, skin condition as further 
bolstering their hypothesis. 

A paper given at one of the Section on Pathology 
and Physiology meetings introduced the role played 
by cell structure in cancer. Drs. Maurice M. Black and 
Francis D. Speer of New York, who have been investi- 
gating this problem for five years, found that variations 
in cell structure could not be pinpointed in their rela- 
tion to tumor behavior. However, the make-up of the 
cancer cell nucleus and the behavior of the lymph 
nodes and vessels near the cancer would seem to have 
some direct function to the tumor growth potential. 
Such prognostic evidence throws light on the biologi- 
cal behavior of breast cancer and can serve as a base 
line for the evaluation of therapeutic measures. 

Drs. Warren S. Reese and Turgut N. Hamdi, Phila- 
delphia, reported on the results of over 100 eye opera- 
tions on patients of all ages, where they transferred a 
plastic lens into the eye to replace a lens damaged 
by cataract. This plastic lens is held in position by the 
iris; the procedure is known as the Ridley operation. 
The operation was most successful in cases where only 
one eye has a cataract, so that after the operation both 
eves can be used together. 

At the Symposium on Adenoviruses conducted by 
the Section on Experimental Medicine and Therapeu- 
tics, Dr. M. R. Hilleman, Washington, D. C., reported 
on a second field test of experimental vaccine against 
the acute respiratory illnesses caused by the adeno- 
virus (RI-APC-ARD) family. Dr. Hilleman reported 
a 57% reduction in total respiratory disease cases 
among 9,000 recruits and a 98% reduction in the ex- 
pected incidence of adenovirus cases. The assertion 
was made, however, that there is no evidence at 
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present to relate adenovirus to the common cold, and, 
furthermore, the adenovirus vaccine is not a cold 
vaccine. 

Dr. O. Erik Hallberg, of Rochester, Minn., at a Sec- 
tion on Laryngology, Otology and Rhinology meeting, 
described how an attack of sudden deafness without 
injury or other apparent origin may be an early warn- 
ing of future more severe circulatory disorders. The 
most common causes of sudden deafness are thought 
to be vascular accidents involving the blood supply 
to the cochlea, equilibratory labyrinth, or both. Once 
again the discussion turned to atherosclerosis, and Dr. 
Hallberg stated that patients who have such evidence 
of sudden deafness should also be examined for 
atherosclerosis, and, furthermore, if such evidence is 
found should also be placed on preventive diets for 
the rest of their lives. Checking on four patients, Dr. 
Hallberg found high levels of blood cholesterol, fatty 
acids, and total lipids—all factors thought to be in- 
volved in atherosclerosis. 

The first-year findings of a long-term study of indus- 
trial employees who suffer heart attacks were reported 
to the Section on Preventive Medicine by Drs. Sidney 
Pell and C. A. D’Alonzo, Wilmington, Del. A compari- 
son of 207 men who suffered attack as against 207 
healthy men matched by age and job category showed 
that hypertension and overweight were proportionately 
greater among the men who became ill. The study in- 
dicated that the incidence of attacks increased sharply 
with age, that the number of attacks was greatest 
during the summer, and that the incidence was ap- 
proximately the same in all job categories. 

One particular discussion at the Section on Nervous 
and Mental Diseases showed how the general prac- 
titioner can play an important role in the prevention 
and treatment of delinquent behavior in children. Dr. 
Harry R. Brickman of Los Angeles told of some of 
the important misconceptions regarding delinquency 
found among medical practitioners. Intensive psycho- 
analytic investigation has shown that delinquent be- 
havior in a child is usually unconsciously sanctioned 
by the parent. Parents struggling with their own emo- 
tional problems and against their own antisocial im- 
pulses, unwittingly and unconsciously provoke, evoke, 
and even encourage delinquent behavior in certain of 
their children. Dr. Brickman went on to say that in 
addition to the psychotherapeutic measures which a 
doctor may take when he recognizes a family neurosis, 
his attitude toward the parents may also have an im- 
portant bearing on his treatment of the delinquent 
child. The family doctor may himself assume certain 
roles as a “parental figure.” The doctor should convey 
the idea that delinquency is as much a personal matter 
as tuberculosis or syphilis, and, if he can convey this 
idea, the same type of community progress in de- 
linquency as has occurred in those other illnesses may 
follow. 

Mental illness was also discussed at the Section on 
Obstetrics and Gynecology by four White Plains, N. Y.. 
scientists. Drs. Mary Alice White and Curtis T. Prout, 
with their colleagues Carl Fixsen and Marvin Founder, 
emphasized that mental illness after childbirth should 
not be considered a specific condition, because it in- 
volves the same types of psychiatric disorders generally 
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found in other women of the same age. Childbirth may 
be the final precipitating factor for a somewhat un- 
stable person. The outlook for these patients after 
hospitalization is good, but depends, of course, on the 
specific form the disease takes. It was pointed out, 
however, that the risk of recurring illness is not so 
great as to preclude future pregnancies. 

Dr. Benjamin Manchester, Washington, D. C., told 
the Section on Internal Medicine that results of his 
10-year study of 712 patients with one or more myo- 
cardial infarctions show that the patient-years survival 
and frequency of congestive heart failure favor the 
continuous use of anticoagulant therapy. He reported 
hemorrhagic complications in only 3% of his patients, 
all corrected by phytonadione (vitamin K,) adminis- 
tration, without hospitalization. Despite intensive re- 
search, no diet, drug, or regimen has been found to 
prevent, arrest, or cure atherosclerosis, a major factor 
in heart attacks caused by clots, thereby making the 
prevention of these recurrent attacks paramount. 

At a session on legal medicine, which was a part of 
the Section on Miscellaneous Topics, Dr. Herman A. 
Heise, Milwaukee, told that a driver who takes only 
1 oz. of alcohol increases his chances of having an 
accident by more than 1,000%. Alcohol, like other 
anesthetics, causes decreased nerve conduction, so that 
impulses from the brain to the muscles may be blocked. 
Dr. Heise pointed out that the evidence of a chemical 
test for intoxication had the same legal status as evi- 
dence obtained from the examinations of fingerprints 
or footprints. 


Motion Picture Programs 


As part of the scientific sessions, the first Interna- 
tional Medical Film Exhibition to be held in the 
United States opened with an official luncheon. An 
outstanding group of foreign guests, science writers, 
and foreign correspondents heard the welcoming ad- 
dress by Dr. Dwight H. Murray, President of the 
A. M. A. Other speakers included Dr. H. van Zile 
Hyde, U. S. Public Health Service, and Dr. John Hen- 
derson, medical director, Johnson & Johnson. Dr. Louis 
H. Bauer, secretary general of the World Medical 
Association, presided. All the speakers emphasized the 
value of exchanging scientific knowledge among for- 
eign countries. This not only promotes medical prog- 
ress but at the same time emphasizes the universal 
language of medicine. Dr. Alphonse McMahon and 
Mr. Ralph P. Creer presented awards to the foreign 
physicians present who were authors of films included 
in the exhibition. The three and one-half day program 
of foreign-made medical films presented 46 films repre- 
senting 15 countries; these were selected for showing 
from over 120 applications. Physicians viewing these 
films for the first time in this country were impressed 
with the excellence of technical and production qual- 
ity. Eleven films were introduced and discussed by 
their authors, who journeyed from their respective 
countries to participate in this unique film exhibition. 
A large audience attending the symposium in the inter- 
national exchange of medical films on Thursday after- 
noon June 6 was privileged to discuss problems with 
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representatives from the U. S. Information Agency, 
U. S. Customs, and directors of international film 
libraries. 

Capacity audiences attended the domestic motion 
picture program held in the Barbizon Room of the 
Barbizon Plaza hotel. The four-day program included 
46 outstanding medical and scientific films produced 
within the past year by U. S. physicians. Here, too, a 
record number of authors were present to introduce 
and discuss their films. On the final afternoon, “Time 
and Two Women,” a film on the early diagnosis of can- 
cer of the uterus, with special emphasis on cytology, 
was shown to an overflow audience. This film was 
prepared by the American Cancer Society and was 
introduced by Dr. David A. Wood, president. 


Joint Meetings 


The general scientific and section meetings were ol] 
held in the Coliseum and in hotels within close proxi- 
mity of each other, thereby affording the physician the 
opportunity to conveniently attend several meetings of 
a diversified nature. There were many joint meetings 
of sections where mutual interest in a particular medi- 
cal subject received the benefit of varied opinions. 
Many of the papers that were presented will be pub- 
lished in THe Journat and the A. M. A. specialty 
journals during the next several months. 


THE SCIENTIFIC EXHIBIT 


In the Scientific Exhibit at the New York meeting 
it appeared that the entire medical curriculum was 
before you in one vast composite picture—the fresh- 
man, sophomore, junior, and senior years, and the 
internship and the residency years. Displayed and 
demonstrated also were exhibits of medical progress 
and the scientific advances that have come since all 
of those years of training have gone by. In this huge 
panorama were 395 principal areas of interest, in- 
numerable details, much motion here and there, color, 
graphs, charts and tables, human tissue specimens, 
laboratory animals, and human beings, all carefully 
arranged along the walls and the aisles of two immense 
floors of the new Coliseum. 

Each one of these exhibits was attended by one or 
more demonstrators or instructors, some 1,800 in all, 
from all parts of this country, who stood by through- 
out the five-day meeting to explain and answer ques- 
tions. Many of the persons who served as instructors 
are recognized authorities in their fields. Many of 
them are authors of textbooks or heads of departments 
in hospitals and medical schools. It is believed that 
at no other medical meeting anywhere is there an 
equal to this A. M. A. Scientific Exhibit in extent of 
coverage, distinction, and arrangement. The Council 
on Scientific Assembly of the American Medical As- 
sociation makes the selections from a much larger 
number of applications and supervises their presen- 
tation. 

The Scientific Exhibit comprised two broad groups: 
special features and the section exhibits. 
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Among the special features was the ever-popular 
exhibit on fractures, in which the demonstrators used 
live models to show how various fractures occur and 
how they are set, how casts are applied, and how 
other treatment is administered. The fracture exhibit 
seemed to attract more visitors than any other place 
in the Scientific Exhibit. The aisles there were so filled 
at most times that it was necessary to detour to go 
elsewhere. This exhibit was attended by some 57 
demonstrators and instructors. 

In the exhibit on fresh tissue pathology were tu- 
mors, organs, and other human tissues that had been 
removed at operations or autopsies in various New 
York City hospitals. Among others was a duodenal 
ulcer from a patient who died of cerebral hemorrhage, 
which the attendant pathologist said was not an un- 
common finding in such causes of death. About 85 
pathologists cooperating with the New York Patholog- 
ical Society demonstrated these fresh specimens. 

The exhibit symposium on diabetes was a very busy 
place, and in the adjacent lecture room one could sit 
and listen to speakers whose work in this field has 
made them known throughout the world. There was 
much to be seen and heard about tolbutamide, about 
which THE Journat published an editorial on June 1. 

It was of much interest to see the exhibit of work 
being done on another chemical for oral administra- 
tion in the treatment of diabetes. This work is now 
only in the experimental stage, although the drug has 
been administered to some 250 human patients by 
three clinical groups in different parts of the country. 
Its chemical name is N'-betaphenethylformamidiny] 
iminourea. The preliminary clinical work seems to 
indicate that it will be effective in children as well as 
in adults who have diabetes. 

The exhibit symposiums on arthritis and rheuma- 
tism, on perinatal problems, on diet as a therapeutic 
tool for the doctor, and on pulmonary function test- 
ing, all very extensive, were most interesting and al- 
ways well attended. 

The special exhibit of paintings on the history of 
medicine, presented with the cooperation of Parke, 
Davis & Company, comprised seven pictures, which 
were beautifully presented. These are only the begin- 
ning of a large series of pictures, many of which have 
not as yet been finished. 

For many years the American Physicians Art Asso- 
ciation has had an exhibit of paintings, sculpture, and 
other art productions done by physicians themselves. 
These were placed this year close to the scientific 
exhibits, where they were given wide attention. One 
does not realize until he sees this extensive display 
that the hobby of so many doctors is in the field of 
art. How relaxing it must be to sit among the trees or 
by the sea and paint. 

The section exhibits were a very large part of this 
medical panorama, as each of the 21 sections in the 
Scientific Assembly had its own exhibit. All of the 
medical specialties were represented here, and the 
work and the ingenuity that had gone into the meth- 
ods of showing the techniques were little short of 
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amazing. The subjects that seemed to attract most 
viewers among the section exhibits were surgery of 
the heart and blood vessels, atherosclerosis and ar- 
teriosclerosis, pediatrics, orthopedic surgery, nervous 
and mental diseases, and obstetrics and gynecology. 
The cholesterol and arteriosclerosis controversy was 
enlivened, it may be said, by the different studies on 
view. A point of view not so widely known perhaps 
as the dietetic one was brought out in a study and 
exhibit from New York, which indicated that one is 
born with a so-called cholesterol gene and that makes 
one ‘prone, at least, to a high serum cholesterol con- 
centration. Even in such cases, however, it was said, 
a high fat diet may be a contributing factor to the de- 
velopment of a high serum cholesterol concentration 
and the other complicating clinical conditions that 
some believe go along with it. 

Another exhibit from New Orleans was a collection 
of aortas from autopsies from persons of several races 
in various countries. Here it was shown that persons 
as young as 3 years of age had elevated streaks of 
fat in the aorta. 

Any doctor who wanted a physical examination 
could get one while he waited, that is, he could get 
his eyes examined, a chest x-ray, an electrocardiogram, 
and then sit down with a consultant who interpreted 
the findings for him. This innovation at the annual 
meetings was presented by the Section on General 
Practice with the cooperation of the American Acad- 
emy of General Practice, the American College of 
Cardiology, the National Tuberculosis Association, 
and the National Society for the Prevention of Blind- 
ness, and many doctors took advantage of the oppor- 
tunity thus afforded them for a checkup. 


THE TECHNICAL EXPOSITION 


On the first and second floors of the Coliseum, 335 
manufacturers of drugs, chemicals, and surgical sup- 
plies, publishers of medical books, and medical service 
organizations exhibited and explained the products 
and equipment which they provide to help the doctor 
practice medicine. These exhibits were attended by 
highly trained personnel who were notable also for 
their courtesy and patience. Here the doctor could see 
the newest and the most improved things that he may 
use in his work. The older practitioners probably were 
amazed at the continued trend toward more new ma- 
chines and methods to aid in diagnosis and treatment. 
They were undoubtedly much interested in them, 
however, for these floors were always more popular 
than the Scientific Exhibit floors. But there was an- 
other reason for these crowds. Here one could rest a 
while to partake of a free hot or cold soft drink and 
a cookie, and here the wives and older children came 
to see the products and many of them to collect 
samples. Several large bags or boxes of samples were 
in evidence in the hands of guests, and one in those 
of a young girl not more than 7 years old who was 
going from one place to another to collect what was 
given away. 
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AWARDS FOR SCIENTIFIC EXHIBITS 


The Committee on Awards has made the following 
report of the awards given at the 1957 Annual Meeting 
of the American Medical Association. 


Hektoen Medal 


Hektoen medals, presented to exhibits of original in- 
vestigation judged on the basis of originality and ex- 
cellence of presentation, were awarded as follows: 

Gotp MepaL—C, W. Lillehei, H. E. Warden, R. A. DeWall, 
V. L. Gott, R. D. Sellers, M. Cohen, R. C. Read, R. L. Varco, 
and O. H. Wangensteen, University of Minnesota Medical 
School, Minneapolis, for an exhibit on The Direct (Open) Sur- 
gical Repair of Congenital and Acquired Intracardiac Malfor- 
mations. 

SitveER MepaL—Ernest Witebsky, John R. Paine, Kornel Ter- 
plan, Noel R. Rose, and Richard W. Egan, University of Buffalo 
School of Medicine and Buffalo General Hospital, for an exhibit 
on Chronic Thyroiditis and Autoimmunization. 

BronzE Mepa.i—Irving S$. Cooper, St. Barnabas Hospital, 
New York University—Bellevue Medical Center, N. Y., for an ex- 
hibit on Neurosurgical Alleviation of Parkinsonism and Other 
Extrapyramidal Disorders. 


Billings Medal 


Gold, silver, and bronze Billings medals were pre- 
sented to exhibits judged on the basis of excellence of 
correlation of facts and presentation rather than upon 
experimental studies: 


Gotp Mepat—Robert P. Glover, Julio C. Davila, and Robert 
G. Trout, Presbyterian, Fitzgerald Mercy, and Lankenau hos- 
pitals, and St. Christopher’s Hospital for Children, Philadelphia, 
for the exhibit on The Present Indications for Cardiac Surgery. 

Sit_veR MepaLt—L, A. Smith, N. A. Christensen, N. O. Han- 
son, D. E. Ralston, R. W. P. Achor, K. G. Berge, and A. H. Bul- 
bulian, Mayo Clinic and Mayo Foundation, Rochester, Minn., 
for the exhibit on Pain Patterns in Abdominal Diseases: Sites 
and Behavior of Pain in Certain Common Diseases of the Upper 
Abdomen. 

BronzE Mepat—Herbert S$. Kupperman, Jeanne A. Epstein, 
Meyer H. G. Blatt, Donald K. Briggs, and Abraham Stone, New 
York University—Bellevue Medical Center and the Margaret 
Sanger Research Bureau, New York, for an exhibit on The 
Modern Endocrine Approach to the Diagnosis and Management 
of the Infertile Patient. 


Section Awards 


Certificates of Merit and Honorable Mention were 
awarded to the following exhibits in each section. 
Section on Anesthesiology 


Certificate of Merit to John Adriani and Donovan Campbell, 
Charity Hospital and Louisiana State University School of Medi- 
cine, New Orleans, for the exhibit on Absorption of Local Anes- 
thetics. 

_ Honorable Mention to H. B. Benjamin, Marvin Wagner, Harry 
K. thrig, and Walter Zeit, Marquette University School of Medi- 
cine, Milwaukee, for the exhibit on Plastic Diorama Comparing 
Internal and External Hypothermia. 

Section on Dermatology 

Certificate of Merit to R. K. Winkelmann, W. H. Hollinshead, 
and A, H. Bulbulian, Mayo Clinic and Mayo Foundation, Roch- 
ester, Minn., for the exhibit on Innervation of the Skin: Recent 
Findings in Representative Areas of Human Tissue. 

Honorable Mention to John Francis Wilson, Jefferson Medical 
College, Philadelphia, for the exhibit on the Nonvenereal Dis- 
eases of the Genitals: The Differential Diagnosis of Genital Le- 
sions, 

Section on Diseases of the Chest 

_ Certificate of Merit to Edwin R. Levine and Abel Froman, 
Chicago Medical School and Edgewater Hospital, Chicago, for 
the exhibit on Bronchial Drainage: Physiologic and Mechanical 
Aids to Bronchial Evacuation. 
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Honorable Mention to John W. lrwin, Irving H. Itkin, Sandy- 
lee Weille, and Nancy Little, Massachusetts General Hospital, 
Boston, for the exhibit on Bronchial Asthma. 

Honorable Mention to Oscar Auerbach, J. Brewster Gere, 
Harold J. Smolin, Jerome B. Forman, Gerald E. Muehsam, Jo- 
seph M. Pawlowski, and Arthur Purdy Stout, Veterans Adminis- 
tration Hospital, East Orange, N. J., for the exhibit on Lung 
Cancer and Smoking: Relationship and Changes in the Bron- 
chial Epithelium. 

Section on Experimental Medicine and Therapeutics 


Certificate of Merit to H. M. Lemon, H. H. Wotiz, S$. C. Som- 
mers, L. Parsons, and J. W. Davis, Boston University School of 
Medicine and Massachusetts Memorial Hospitals, Boston, for the 
exhibit on Estrogen Biosynthesis by Postmenopausal Human 
Ovaries. 

Honorable Mention to Olof H. Pearson, Bronson S. Ray, Morti- 
mer B. Lipsett, Henry Hood, and Ernest Greenberg, Sloan-Ket- 
tering Institute, Memorial Center and New York Hospital, Cor- 
nell University Medical Center, New York, for the exhibit on 
Hypophysectomy in Man. 

Honorable Mention to Allen D. Riemer, University of Colo- 
rado School of Medicine, Denver, for the exhibit on The Effect 
of Prednisone in the Treatment of Refractory Cardiac Edema. 

Section on Gastroenterology and Proctology 

Certificate of Merit to Howard F. Raskin, Joseph B. Kirsner, 
Walter L. Palmer, Sylvia Pleticka, and Willard Yarema, Uni- 
versity of Chicago, The School of Medicine, Chicago, for the 
exhibit on Gastrointestinal Cancer: Definitive Diagnosis by Ex- 
foliative Cytology. 

Honorable Mention to W. D. Davis Jr., Stanley Reichman, 
Richard Gorlin, J. P. Storaasli, and H. M. Batson Jr., Ochsner 
Clinic, Tulane University School of Medicine, New Orleans, and 
U. S. Naval Hospital, Portsmouth, Va., for the exhibit on Intra- 
splenic Approach to the Portal Circulation. 

Section on General Practice 

Certificate of Merit to Arthur D. DeGraff, Leonard Gutner, 
Lawrence Kryle, Walter Newman, Sidney Dann, and Herbert 
S. Kupperman, New York University and Bellevue Medical Cen- 
ter, and Veterans Administration Hospital, New York, for the 
exhibit on Diuretics: Pharmacological Action and Clinical Ef- 
fects: 

Honorable Mention to Beach Barrett and Wade Volwiler, Uni- 
versity of Washington School of Medicine, Seattle, for the ex- 
hibit on Hypogammaglobulinemia and Agammaglobulinemia. 

Section on Internal Medicine 


Certificate of Merit to Garfield G. Duncan, Jerome Waldron, 
William K. Jenson, Robert J. Gill, Richard J. Eberly, and Ken- 
neth R. Knox, Pennsylvania Hospital, Philadelphia, for the ex- 
hibit on Methods of Therapy in the Treatment of Essential Hy- 
pertension. 

Honorable Mention to William Dressler, Maimonides Hos- 
pital, State University of New York College of Medicine, Brook- 
Ivn, N. Y., for the exhibit on The Postmyocardial Infarction 
Syndrome. 

Honorable Mention to Edward E. Gordon, Michael Reese 
Hospital, Chicago, for the exhibit on Regulation of Physical Ac- 
tivity in Management of Chronic Disease Energy Costs of Vari- 
ous Activities in Work and Play. 

Section on Laryngology, Otology and Rhinology 

Certificate of Merit to Julius Lempert, Lempert Institute of 
Otology, New York, for the exhibit on Modern Temporal Bone 
Surgery. 

Certificate of Merit to Aram Glorig, D. E. Wheeler, and H. P. 
House, Subcommittee on Noise in Industry, American Academy 
of Ophthalmology and Otolaryngology, Los Angeles, for the 
exhibit on Your Ear and Noise. 

Honorable Mention to William T. kK. Bryan and Marian P. 
Bryan, Washington University School of Medicine, St. Louis, 
for the exhibit on Cellular Pathology in Diseases of the Ear, 
Nose, and Throat. 

Section on Military Medicine 

Certificate of Merit to George L. Calvy, Roald N. Grant, Mar- 
vin L. Gliedman, and Carroll M. Leevy, U. S$. Naval Hospital, 
St. Albans, N. Y., for the exhibit on Newer Approaches to Study 
of the Liver. 
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Honorable Mention to Maurice R. Hilleman, Walter Reed 
Army Institute of Research, Walter Reed Army Medical Center, 
Washington, D. C., for the exhibit on Acute Respiratory Illness 
of Adenovirus (RI-APC) Etiology in Military Populations. 


Section on Nervous and Mental Diseases 


Honorable Mention to Frank J. Ayd Jr., Franklin Square Hos- 
pital, Baltimore, for the exhibit on Putting Psychiatry Back into 
Medicine. 


Section on Obstetrics and Gynecology 


Honorable Mention to Milton Gross, Robert E. Sexton, and 
Robert L. Dorian, Margaret Hague Maternity Hospital, Jersey 
City, N. J., for the exhibit on The Significance of Melituria in 
Pregnancy. 


Section on Ophthalmology 


Certificate of Merit to David Volk, Western Reserve Univer- 
sity School of Medicine, Cleveland, for the exhibit on Conoid 
Ophthalmic Lenses: An Original Development ir Subnormal 
Vision Aids. 

Certificate of Merit to Algernon B. Reese and Bradley R. 
Straatsma, Institute of Ophthalmology of the Presbyterian Hos- 
pital and Columbia University College of Physicians and Sur- 
geons, New York. 


Section on Orthopedic Surgery 


Certificate of Merit to E. J. Tucker, Houston, Texas, William 
B. Fischer and Orren D. Baab, Northwestern University Medical 
School, Chicago, for the exhibit on Cultured Calf Bone Grafts. 

Honorable Mention to R. A. Murray, Scott and White Clinic, 
Temple, Texas, for the exhibit on Pollicization of the Index 
Finger. 

Section on Pathology and Physiology 


Certificate of Merit to William C. Manion, Armed Forces In- 
stitute of Pathology, Washington, D. C., for the exhibit on 
Myocarditis: A Frequent Complication in Systemic Disease. 

Honorable Mention to R. L. Holman, H. C. McGill Jr., J. P. 
Strong, O. R. Griffin, and J. C. Geer, Louisiana State University 
School of Medicine, New Orleans, for the exhibit on Natural 
History of Atherosclerosis. 


Section on Pediatrics 


Certificate of Merit to W. B. Kiesewetter and F. A. McPar- 
land, Children’s Hospital of Pittsburgh, for the exhibit on 
Meckel’s Diverticulum. 

Honorable Mention to Donald A. Davis, Paul H. Roberts, and 
Adolph G, deSanctis, New York University Postgraduate Medi- 
cal School and University Hospital, New York, for the exhibit 
on Symptomatic Redundant Sigmoid: A Newer Concept in 
Therapy. 

Section on Physical Medicine 


Certificate of Merit to Lewis Cohen, Alexander Blain and 
Sinai hospitals, Detroit, for the exhibit on Electrovasography: 
Quanitative Diagnosis in Vascular Disorders. 

Honorable Mention to Eugene Moskowitz, New York Univer- 
sity—Bellevue Medical Center, New York, for the exhibit on 
Rehabilitation in the Home. 


Section on Preventive Medicine 


Certificate of Merit to W. Clark Cooper and Lewis J. Cralley, 
Occupational Health Program, U. S. Public Health Service, 
Cincinnati, for the exhibition Pneumoconiosis in the Diatomite 
Industry. 

Honorable Mention to H. van Zile Hyde, Public Health 
Service, Department of Health, Education, and Welfare, and 
International Cooperation Administration, Washington, D. C., 
for the exhibit on Northward March of Yellow Fever. 


Section on Radiology 


Certificate of Merit to V. P. Collins, P. Gibbs, and I. David, 
Baylor University College of Medicine and Jefferson Davis 
Hospital, Houston, Texas, for the exhibit on How Does Cancer 
Grow?—Pulmonary Metastases. 

Honorable Mention to Charles T. Dotter and Louis H. 
Frische, University of Oregon Medical School, Portland, for 
the exhibit on Coronary Arteriography: A New Technique. 
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Section on Surgery, General and Abdominal 


Certificate of Merit to Richard B, Cattell, Kenneth Ww. 
Warren, and Bentley P. Colcock, the Lahey Clinic, Boston, for 
the exhibit on Strictures of the Bile Duct. 

Certificate of Merit to Arthur H. Blakemore, Arthur B, 
Voorhees Jr., Harold G. Barker, Keith Reemtsma, and Nathan 
Lane, Columbia-Presbyterian Medical Center, New York, for 
the exhibit on Portacaval Shunts for Portal Hypertension 1943- 
1957. 

Honorable Mention to Norman Rosenberg, John Henderson, 
E. R. L. Gaughran, Geoffrey H. Lord, and Jocelyn Fielding 
Douglas, Middlesex General Hospital, St. Peter’s General Hos- 
pital; and Johnson & Johnson Research Foundation, New 
Brunswick, N. J., for the exhibit on Arterial Grafts: Factors 
Involved in Success or Failure. 


Section on Urology 


Certificate of Merit to E. E. Poutasse, W. J. Engel, and 
H. J. Klapproth, Cleveland Clinic, for the exhibit on Renal 
Angiography: Indications and Experiences with a Safe Tech- 
nique. 

Honorable Mention to Harry R. Trattner, Albert R. Flores, 
G. S. Krishnamurti, and Fouad Boulos, Cleveland City Hospital 
and St. Vincent—Charity Hospital, Cleveland, for the exhibit 
on Experiences with Six Opaque Media in Intravenous Urog- 
raphy: Five Thousand Case Studies. 


Section on Miscellaneous Topics 


Honorable Mention to W. C. Keetel, J. H. Randall, and 
Paul V. Vervais, State University of Iowa College of Medicine, 
Iowa City, for the exhibit on Gynecological Teaching Models 
Made with a Self Curing Acrylic. 


Exhibit Symposium on Arthritis and Rheumatism 


Certificate of Merit to Darrell C. Crain, Georgetown Uni- 
versity Hospital, Washington, D. C., for the exhibit on The 
Hands in Arthritis and Related Conditions. 


Exhibit Symposium on Perinatal Problems 


Certificate of Merit to Edward H. Hon and Orvan W. Hess, 
Yale University School of Medicine, New Haven, Conn., for 
the exhibit on A Study of Fetal Cardiac Energy. 

Honorable Mention to Richard L. Bernstine and Winslow J. 
Borkowski, Jefferson Medical College Hospital, Philadelphia, 
and Edward M. Southern, Mount Sinai Hospital, New York, 
for the exhibit on Evaluation of Intrauterine Fetal Environ- 
ments: Fetal Electrocardiography and Electroencephalography. 


Exhibit Symposium on Diabetes 


Certificate of Merit to Howard F. Root, Elliott P. Joslin, 
Priscilla White, Alexander Marble, Allen P. Joslin, Robert F. 
Bradley, and Leo P. Krall, Boston, for the exhibit on Diabetes 
Today. 

Honorable Mention to Arthur R. Colwell Jr., John A. Colwell, 
and Arthur R. Colwell Sr., Northwestern University Medical 
School, Chicago, for the exhibit on Pancreatic Action of the 
Sulfonylureas. 


Exhibit Symposium on Diet as a Preventive and 
Therapeutic Tool for the Doctor 


Certificate of Merit to Emanuel E. Mandel, Leona M. 
Niespodziany, and Jeanne A. Cooper, Chicago Medical School, 
Northwestern Medical School, and Veterans Administration 
Research Hospital, Chicago, for the exhibit on Serum Iron (SI) 
and Total Iron-Binding Capacity (TIBC) in Liver Disease. 


Special Exhibits 
The Committee on Awards commended highly the Special 
Exhibits on Fractures, Fresh Tissue Pathology, Pulmonary Func- 
tion Testing, and Physical Examinations for Physicians. 
Appreciation 


Certificate of Appreciation to Rodolfo V. Young and Ferrucio 
Bertoli, Gorgas Hospital, Ancon, Canal Zone, for the exhibit on 
Pulmonary Histoplasmosis on the Isthmus of Panama. 
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Certificate of Appreciation to J. L. Leger, C. Bertrand, and 
\M. Dufresne, Notre Dame Hospital, Montreal, Canada, for the 
exhibit on Cerebral Angiography in Head Trauma: Report of 
215 Cases. 

Artistic Presentation 

The Committee on Awards was aware of the contributions 
made by medical illustrators and biological photographers to 
the exhibits and it presented the following award: 

Certificate of Merit for artistic presentation to Felix Weinberg, 


Baltimore, for preparing the material in the exhibit The Hands 
in Arthritis and Related Conditions. 


Comments 


Since all of the exhibits were of such excellent qual- 
ity and so well presented, the Committee on Awards 
had a difficult task in arriving at its final decisions. It 
wishes to commend all of the exhibitors for their co- 
operation in the preparation and demonstration of their 
exhibits. The Committee is especially indebted to the 
representatives to the Scientific Exhibit from the sec- 
tions of the Scientific Assembly for their assistance and 
advice in judging the exhibits. The Committee consid- 
ers this very valuable and, at future meetings, it would 
be still more valuable if their evaluation reports were 
presented at the end of the first day. 

The Committee on Awards commended Thomas G. 
Hull, Ph.D., and his staff for their efforts throughout 
the year in planning and arranging this outstanding 
Scientific Exhibit. The Committee consisted of Dono- 
van C. Browne, M.D., New Orleans, Chairman; Francis 
W. Davison, M.D., Danville, Pa.; Charles R. Doyle, 
M.D., St. Louis; Frank P. Foster, M.D., Boston; and 
Frank W. Konzelmann, M.D., Washington, D.C. 


In addition to the above report of the Committee, 
special awards by the Sections of Ophthalmology and 
Urology were made as follows: 


Section on Ophthalmology 


An award of $250 to David Volk, Western Reserve School of 
Medicine, Cleveland, for his exhibit on Conoid Ophthalmic 
Lenses: An Original Development in Subnormal Vision Aids. 


Section on Urology 


The John H. Morrissey Award to Sam G. Jameson, James A. 
Cooper, and J. Schuler McKinney, E] Dorado, Ark., for their 
exhibit on Pediatric Urology. 


A.M. A. TO HONOR RADIO STATIONS 


Eighty-seven radio stations across the country will 
be honored by the A. M. A. this year for broadcasting 
a minimum of 10 complete A. M. A. health education 
radio transcriptions within the past five years. A total 
of 265 radio stations throughout the United States and 
Alaska have qualified since 1954 for this distinction. 
Many of the stations using A. M. A. electrical tran- 
scriptions are serviced directly from the Bureau of 
Health Education through county medical societies. In 
addition, 13 state medical societies function as state 
distributors, arranging the placement of these pro- 
grams directly with the stations in their areas. 
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A. M. A. MEMBERSHIP SHOWS INCREASE 


A. M. A. membership reached 164,128, the highest 
in history, as of last April 30. Robert Enlow, head of 
the A. M. A. Membership Department, explained that 
the increase in the A. M. A. service membership prob- 
ably resulted from changes in the Constitution and 
Bylaws, admitting members of the reserve com- 
ponents, rather than from any substantial increase in 
the number of physicians entering the government 
services and the armed forces. A breakdown of the 
membership figures follows: 


A.M.A. A.M.A A.M.A 
Membership Membership Membership 


Kind of Member April 30, 1956 Dee. 31, 1956 April 30, 1957 


132,341 134,307 136,381 
11,200 10,554 0,817 
158,445 160,988 164,128 


BOOKLET—“AMA IN ACTION” 


A new booklet describing “AMA in Action” will be 
off the press in June. This 44-page illustrated pam- 
phlet points out various A. M. A. services for physician- 
members and the public, and lists benefits to both the 
medical profession and the general public. Copies 
will be sent to A. M. A. officers, trustees and delegates, 
national opinion leaders, medical schools, and pharma- 
ceutical representatives. Limited quantities will be 
made available to state and county medical societies 
for distribution to their key officials. 


COUNCIL ON MEDICAL 
EDUCATION AND HOSPITALS 


POSTGRADUATE COURSES 


The following information, not previously reported 
in THE JOURNAL, regarding postgraduate courses for 
practicing physicians has been reported to the Council. 

A one-week continuous course on electrocardiog- 
raphy will be given July 8 through 17 at the Univer- 
sity of California Medical Center, with guest faculty 
from New York University. Educational methods will 
include patient demonstration, lectures, open question 
periods, and audiovisual aids, Enrollment will be un- 
limited, with a fee of $125 per person. 

A 3-day 18-hour continuous course on auscultation 
of the heart will be given July 15 through 17 in con- 
junction with the above course, with the same guest 
faculty and similar educational methods, though with 
special emphasis on such new audiovisual aids as the 
cardioscope. Enrollment will be limited to 40 physi- 
cians, at a fee of $100 each. 

Applications for enrollment or for further informa- 
tion concerning these courses should be made to Dr. 
Thomas H. Sternberg, Assistant Dean for Postgraduate 
Medical Education, University of California Medical 
Center, Los Angeles 24. 
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MEDICAL NEWS 


CALIFORNIA 

New Stanford Medical Center.—Recently announce- 
ment was made that facilities of Stanford School of 
Medicine in San Francisco are to be replaced by a 
modern medical center on University campus at Palo 
Alto. Campus location was selected to promote the 
closest possible relationship between teachers and 
investigators in all fields, as well as enriching the gen- 
eral education of medical students. Joint construction 
and operation of the combined Palo Alto—Stanford 
Hospitals in the center is expected to afford important 
economies and advantages for both the city and the 
university. The city’s hospital facilities are to be fi- 
nanced by a 4 million dollar bond issue and Stanford’s 
total facilities by a $21,950,000 fund drive (including a 
7 million dollar endowment). The new Stanford Med- 
ical Center will be located on 56 acres of campus land. 
It will consist of three hospital and four medical 
school buildings, all interconnected with surrounding 
open courts and patios. All structures are 3-steries, 
and there will be a total of 542,000 square feet of 
floor space. The Palo Alto Pavilion will contain 225 
beds and the Stanford Pavilion will contain 212 beds. 
A central core building will include facilities for x-ray 
therapy and isotopes, emergency receiving, a morgue, 
pharmacy, a 225-seat cafeteria, administration, sur- 
geries, clinical labs, and surgical pathology lab. Med- 
ical school facilities will consist of a Rehabilitation 
Center Building, a portion of the hospitals’ core, an 
outpatient clinics building, and two medical sciences 
buildings. Special equipment will include a medical 
linear accelerator for radiation therapy, an artificial 
kidney, an artificial heart-lung, a cineradiography unit, 
eye and artery banks, and an isotope laboratory for 
therapy. Palo Alto-Stanford Hospitals are designed 
for expansion to 1,000 beds, which studies indicate 
ultimately will be needed in that area. 


DELAWARE 


Society News.—The following officers have been 
elected to the Delaware Psychiatric Society: presi- 
dent, Dr. Herman George DeCherney; vice-president, 
Dr. James A. Flaherty; and secretary-treasurer, Dr. 
Walter D. Davis. 


FLORIDA 


Society News.—The newly elected officers of the 
Florida Medical Association for the 1957-1958 fiscal 
year are as follows: president, Dr. William C. Roberts, 
Panama City; president-elect, Dr. Jere W. Annis, Lake- 
land; first vice-president, Dr. Ralph W. Jack, Miami; 
second vice-president, Dr. Walter E. Murphree, 
Gainesville; third vice-president, Dr. James T. Cook 


Physicians are invited to send to this department items of news 
of general interest, for example, those relating to society activities, 
new hospitals, education, and public health. Programs should be 
received at least three weeks before the date of meeting. 


Jr., Marianna; secretary-treasurer, Dr. Samuel M. Day, 
Jacksonville; and editor, Dr. Shaler A. Richardson, 
Jacksonville. The 84th annual meeting of the associa. 
tion is scheduled for May 10-14, 1958, at the Hotel 
Americana, Miami Beach. 


ILLINOIS 


Conference on Liquid Scintillation Counting.—A cop. 
ference on liquid scintillation counting at the North. 
western University Technological Institute, Evanston, 
will be held Aug. 20-22. Topics on theory and appii- 
cation of liquid scintillators, chemistry of liquid scin. 
tillators, and applications in biology and medicine, 
industry, archaeology, and engineering are included. 
For information write Dr. F. Newton Hayes, Program 
Chairman, Los Alamos, N. Mex. 


Chicago 

Mass Health Screening.—Mass health screening pro- 
cedures were used recently to disclose diseases or 
physical defects at the University of Chicago. In a 
comparative test, 3,523 entering students were mass- 
screened, 57% receiving a clean bill of health. A sub- 
sequent complete physical examination showed that 
the screening method had missed only an additional 
442% of health deviations; 0.5% of these resulted from 
technical and clerical errors that could be reduced by 
experience. The screening technique used consisted of 
medical history forms filled out by each of the stu- 
dents in the test group, and a series of tests and 
measurements, requiring a total of 50 minutes for each 
person. It was reported that the screening technique 
costs only about one-third as much as complete phys- 
ical examinations. Within three days of the com- 
pletion of the screening of the students, those requir 
ing immediate attention were receiving care, whereas 
the longer time required for 3,500 individual check- 
ups would have caused a delay in many instances. 


LOUISIANA 


Dr. Tabb Honored.—Dr. Harold G. Tabb, assistant 
professor of clinic otolaryngology, Tulane Universit) 
of Louisiana School of Medicine, New Orleans, was 
the first recipient of the Harris P. Mosher award given 
by the American Laryngological, Rhinological and 
Otological Society for submitting the best thesis in 
fulfillment of requirements for admission into the s0- 
ciety. The thesis was titled “Carcinoma of the Antrum, 
An Analysis of 60 Cases with Special Reference to the 
Primary Surgical Extirpation.” Dr. Tabb’s study was 
based on cases seen at Charity Hospital over the past 
15 years. 


MARYLAND 

Dr. Zinn Honored.—Dr. Waitman F. Zinn, of Balti- 
more, was named “Alumnus of the Year” by Glenville 
State Teachers College and was the chief speaker at 
the annual banquet held recently. A professor emeri- 
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tus of the University of Maryland, he is a member of 
the Medical and Chirurgical Faculty of Maryland, a 
member of the Pan-American Association of Oto- 
Rhino-Laryngology and Broncho-Esophagology, the 
International Bronchoesophagological Society, and 
the American Therapeutic Society. 


Johns Hopkins Revised Program.—The Johns Hopkins 
University School of Medicine has announced an ex- 
tensively revised program of medical education that 
will cut two years off training time for specially 
selected students and one year for all other students. 
A total of 10 million dollars to finance the plan has 
been received from the Rockefeller Foundation, the 
Ford Foundation, the Commonwealth Fund, the U. S. 
Public Health Service, and various private sources. 
The money will provide for the construction of a new 
basic-science building at the medical school and the 
support of additional faculty. The plan will probably 
be put into effect on completion of the building in the 
fall of 1959. 

The objectives of the new program have been 


§ stated as follows: (1) to shorten the formal education 


of physicians without sacrificing quality of training; 
(2) to overcome the barrier between the liberal arts 
and medical sciences by enabling students in the med- 
ical school to continue studies in the humanities and 
social sciences; (3) to encourage more students to 
enter careers in the basic sciences of medicine—such 
as physiology, anatomy, and pharmacology—where 
the greatest shortages of teachers and research work- 
ers now exist. Selected candidates of adequate “moti- 
vation and maturity” will be permitted to enter 
medical school as full graduate students after only 
two years of college, while continuing their college 
education. Other students may enter after three years 
of college, and still others after they complete four 
years of college. 

Those who are accepted after two years of college 
will take a five-year course in medical school. They 
will continue studies in the liberal arts during the first 
three years of medical school, at the end of which 
they will receive a bachelor arts degree. Students ac- 
cepted after three or four years of college will begin 
medical school with the second year of the five-year 
program. For all students the last year of medical 
school will be combined with the first year of intern- 
ship in the Johns Hopkins Hospital, where each stu- 
dent will go through the major clinical services in 
turn, performing the duties now done by interns. 


MINNESOTA 


Personal.—Dr. Charles W. Mayo, head of a section of 
surgery in the Mayo Clinic and professor of surgery 
in the Mayo Foundation, Graduate School, University 
of Minnesota, recently was awarded the honorary 
degree of doctor of laws by Drake University, Des 
Moines, Iowa. He delivered the commencement ad- 
dress at the Iowa university speaking on “Educational 
Responsibilities.” 


Establish Lectureship on Chest Diseases.—An annual 
lecture on chest diseases was named the Arthur T. 
Laird Lectureship on Chest Diseases by the County 


MEDICAL NEWS 


Tuberculosis and Health Association recently. These 
lectures for the St. Louis County Medical Society, set 
up by the Christmas Seal group, will bring nationally 
known physicians to Duluth to speak on chest diseases. 
Dr. Laird, retired superintendent and medical director 
of Nopeming Sanatorium, served in that position for 
32 years. He was a member of the committee that 
mapped reorganization of the Anti-Tuberculosis So- 
ciety of St. Louis County. He served as a member of 
the Rockefeller Foundation-sponsored commission for 
prevention of tuberculosis in France in 1917-1918. The 
Jectureship in Dr. Laird’s honor recognizes “his long, 
vigorous interest and past accomplishments in the 
field of tuberculosis control.” 


NEW HAMPSHIRE 


Two-Week Program in Gerontology.—The University 
of New Hampshire announces a two-week intensive 
program in gerontology to be held July 8-19, 1957. 
Emphasis will be on the use of community facilities 
and newer techniques for working with older people 
in fields of health and rehabilitation, family relation- 
ships, housing and living arrangements, employment, 
sheltered industries, day center programs, training of 
volunteers, and educational and recreational programs 
for older people. An exchange of practical information 
on how to achieve maximum success with tools at 
hand will be provided in workshops and seminars. 
Registration fee is $15. For information write Univer- 
sity Extension Service, University of New Hampshire, 
Durham, N. H. 


NEW JERSEY 


Society News.—The following officers of the Gloucester 
County Medical Society were elected recently: presi- 
dent, Dr. James G. Kehler; vice-president, Dr. Thomas 
S. Camp; secretary-historian and editor of bulletin, 
Dr. Rudolph T. DePersia; treasurer, Dr. Francis M. 
Brower III; and reporter, Dr. Roger D. Lovelace.—— 
At a recent meeting of the New Jersey Dermatological 
Society, the following members were elected as offi- 
cers: president, Seymour L. Hanfling, East Orange; 
vice-president, Dr. Benjamin B. Burrill, Montclair; 
secretary, Dr. John R. Tobey, Newark; and treasurer, 
Dr. Samuel Fisher, Paterson. 


Personal.—The New Jersey Academy of General Prac- 
tice has elected Dr. Robert E. Verdon, Cliffside Park, 
its president-elect for 1957.-—Dr. H. Frances B. Ty- 
son, of Leonia, has been named “Woman Doctor of 
the Year” by the American Women’s Medical Associa- 
tion of New Jersey, Branch 4.-—Dr. Hugh G. Grady 
has been appointed professor and director of pa- 
thology, Seton Hall College of Medicine and Dentis- 
try, Jersey City, effective June 1. Dr. Grady has been 
professor of pathology, Howard University College of 
Medicine, Washington, D. C_——Dr. Desmond David- 
son Bonnycastle was appointed professor and director 
of the department of pharmacology, Seton Hall College 
of Medicine and Dentistry recently. Since 1951, Dr. 
Bonnycastle has served as associate professor of phar- 
macology at Yale University, New Haven, Conn. 
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NEW YORK 


Society News.—The following officers were elected at 
the recent meeting of the Medical Society of the State 
of New York: president, Dr. Thurman B. Givan, Brook- 
lyn; president-elect, Dr. Leo E. Gibson, Syracuse; vice- 
president, Dr. A. H. Aaron, Buffalo; secretary, Dr. 
Ezra A. Wolff, Forest Hills; and treasurer, Dr. 
Maurice J. Dattelbaum, Brooklyn. 


Dr. Lyons Honored.—Former students and associates 
of Dr. Richard H. Lyons, chairman, department of 
medicine, State University College of Medicine, Syra- 
cuse, for the past 10 years, arranged for a testimonial 
celebration in his honor recently. The theme of the 
day was “Ten Years of Development.” A scientific 
program featured seven of Dr. Lyons’ former students 
and associates in Syracuse who presented papers in 
their fields. Dr. Lyons is a member of the American 
Federation for Clinical Research, American College of 
Physicians, American Society for Clinical Investiga- 
tion, American Association for the Advancement of 
Science, and the Subspecialty Board of Cardiovascular 
Diseases of the Board of Internal Medicine. 


Personal.—Dr. Earle L. Lipton, assistant professor in 
pediatrics, State University of New York College of 
Medicine in Syracuse, has been appointed the first 
Commonwealth Fellow under the new Commonwealth 
Fund grant received by Dr. Julius B. Richmond, pro- 
fessor and chairman of pediatrics at the college. Dr. 
Richmond’s three year grant of $51,500 was awarded 
for the training of pediatric educators interested in 
the social sciences and the psychological aspects of 
pediatrics.——Dr. William E. Ayling, Syracuse, has re- 
ceived the William A. Howe award, presented an- 
nually by the American School Health Association for 
outstanding service in school health for the children 
and youth of America. Dr. Ayling, director of health 
services in the public schools of Syracuse, has served 
in the school system 33 years. He was on the faculty 
of the Syracuse College of Medicine in the department 
of public health from 1935 to 1955, when he retired 
from the position of associate professor of public 


health. 


New York City 


Building Grant to Albert Einstein College.—A gift of 
$500,000 has been received by the Albert Einstein 
College of Medicine for the construction of an audi- 
torium with facilities for closed-circuit television and 
three dimensional film projection. The building, to be 
known as the Mary and Karl Robbins Auditorium, is 
scheduled to be completed before the opening of the 
College’s third academic year in September, 1957. 
This contribution of the Robbins Foundation, Inc. is 
part of the University’s $25,000,000 development fund 
program now in its second year. A grant of $1,000 has 
also been received from the National Society for the 
Prevention of Blindness for a study of fields of vision. 


Dr. Lovejoy Honored.—The Elizabeth Blackwell 
Medal was presented to Dr. Esther Pohl Lovejoy at 
the recent annual meeting of the American Medical 
Women’s Association, Inc. Dr. Lovejoy is a past- 
president of the association and has served as continu- 
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ous chairman of the American Women’s Hospital 
Committee. In 1954 she was cited by the association 
as “Ambassador- Extraordinary of International Good 
Will” for outstanding achievement in the area of inter. 
national public welfare. The Blackwell medal is pre. 
sented to Dr. Lovejoy as a “poineer physician, 
indefatigable traveller, and dynamic leader of the 
American women’s hospitals.” 


New Dermatology Department Director.—Dr. J. A. W. 
Hetrick, president of New York Medical College 
Flower-Fifth Avenue Hospital, recently announced 
the appointment of Dr. Joseph L. Morse as director 
department of dermatology, and professor in the de. 
partment. Dr. Morse has been a member of the faculty 
at New York Postgraduate Medical School, New York 
University-Bellevue Medical Center, for 30 years and 
associate clinical professor of dermatology there since 
1950. He is a fellow of the New York Academy of 
Medicine, a diplomate of the American Board of 
Dermatology, and a member of the American Acaé- 
emy of Dermatology and of the Society for Investiga- 
tive Dermatologists. 


OKLAHOMA 


Dr. Pigford Honored.—Dr. Russell C. Pigford, who ha 
spent 22 years as a specialist in cardiology and internal 
medicine, was acclaimed Tulsa’s “Doctor of the Year’ 
by the Tulsa County Medical Society’s Auxiliary. The 
tribute to Dr. Pigford was made at a banquet at 
Tulsa’s Oakes Country Club which marked the 1957 
observance of Doctor’s Day. Dr. Pigford is a charter 
member of the Tulsa Internists Association. He also is 
a member of the Tulsa County Medical Society, which 
organization he served as president in 1940. 


PENNSYLVANIA 


Society News.—The Berks County Medical Societ) 
recently held a cornerstone-laying ceremony at their 
new medical hall in Reading. Dr. Leroy A. Gehris 
president-elect, presided at the program which fea- 
tured an address by Warren K. Hess, judge, Court o! 
Common Pleas, Berks County. 


Personal.—Dr. William Kraus, Harrisburg, has been 
named medical director of the Charles H. Miner State 
Hospital at Hamburg to replace Dr. Frederick Rh. 
Lang, who has been reassigned to Samuel G. Dixon 
State Hospital, South Mountain. For nine years Dr. 
Kraus has been assistant director of tuberculosis con- 
trol in the state health department and director of the 
tuberculosis hospitals under the department’s adminis- 
tration. 


State Honors Four Physicians.—The advisory healti 
board of the Pennsylvania State Department of Health 
has voted to rename the state’s four tax-supporeé 
tuberculosis sanatoriums for Pennsylvania physiciat 
who made important contributions in the field 
tuberculosis prevention and treatment in Pennsylvani 
and the nation. It was proposed to rename Mont Alto 
Tuberculosis Sanatorium No. 1, at South Mountait. 
Samuel G. Dixon State Hospital; Cresson Tuberculosis 
Sanatorium No. 2, Cresson, Lawrence F. Flick State 
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Hospital; Hamburg Tuberculosis Sanatorium No. 3, 
Charles H. Miner State Hospital; and Philadelphia 
Tuberculosis Sanatorium No. 4, Henry R. M. Landis 
State Hospital. The late Dr. Dixon was the first secre- 
tary of the Pennsylvania State Department of Health 
in 1905. The late Dr. Flick was the founder of the 
Pennsylvania Society for the Prevention of Tubercu- 
losis. Dr. Miner, Wilkes-Barre, a former state com- 
missioner of health, organized the Pennsylvania Public 
Health Association and conceived the idea for the 
Kirby Health Center in Wilkes-Barre. The late Dr. 
Landis was president of the Pennsylvania Tubercu- 
losis Society from 1928 to 1932. 


Philadelphia 

Cardiac Specialist Teaching Grant.—A $175,000 teach- 
ing grant has been made to Philadelphia General 
Hospital for the training of cardiac specialists, Dr. F. 
Lloyd Mussells, executive director, announced recent- 
ly. The commitment of funds, $35,000 to be paid 
yearly over the next five years, is made by the National 
Heart Institute of the U. S. Department of Health, 
Education, and Welfare. The grant will allow the 
cardiology division this fall to increase its full-time 
staff from 9 to 14 cardiologists. The medical men who 
are selected will conduct research into electrolytes, 
cardiac resuscitation, intracardiac photocardiography, 
arteriosclerosis, and causes and treatment of irregu- 
larities in heart beat. Of the 14 resident cardiologists 
during 1957-58, stipends for 6 will be paid by the 
grant, the hospital itself will pay 3 others, 2 will re- 
ceive Pennsylvania Heart Association fellowships, and 
2 will work under American Heart Association fellow- 
ships. One man will not receive a stipend. 


VERMONT 


New College of Medicine Building.—As part of a long- 
range development program to add to and improve 
its physical facilities, the University of Vermont re- 
cently announced plans for its new College of Medi- 
cine building to cost an estimated 7 million dollars. A 
federal grant of $419,000 has already been received. 
The six-story modern building will include facilities 
for clinical research, administration, pathology, bio- 
chemistry, pharmacology, surgery, obstetrics, and 
ophthalmology and otolaryngology. The sixth floor will 
provide animal headquarters. Cooperating in a re- 
gional plan with the New England states, the Univer- 
sity offers the specialization of medicine for students 
from New Hampshire and Maine. An information pool 
at the College of Medicine is being established 
whereby information concerning antidotes for some 
25,000 poisons will be on file. The college library will 
be located in the basement of the new building along 
with the photography laboratory. 


VIRGINIA 

Personal.—Dr. Mary Elizabeth Johnston, of Tazewell, 
was elected to the Board of Directors of the American 
Academy of General Practice at its Ninth Annual Sci- 
entific Assembly which met in St. Louis, Missouri in 
March. Dr. Johnston is the first woman to serve as a 
director of the academy. 
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Rehabilitation Center for Handicapped Children.—The 
University of Virginia Rehabilitation Center for 
Handicapped Children is scheduled for completion 
this month. This is located on the site of the old 
Rucker Home, two miles west of the hospital and will 
be a 30-bed multidisability unit to provide rehabilita- 
tion and convalescent services to children referred 
through the University of Virginia Medical Center. 
It is expected the Rehabilitation Center will be 
equipped and staffed for operation during the summer 
months and ready to receive patients in September. 
The center has a clinical area consisting of treatment 
facilities, a large physical medicine unit, an occupa- 
tional therapy section, dining room and recreation 
room, consultation and administrative offices, a school- 
room, and accommodations for a resident physician, 
matron and custodian. It will be completely air con- 
ditioned. 


WEST VIRGINIA 


Licensing Board Meets in Charleston.—The summer 
meeting of the Medical Licensing Board will be held 
at the New State Office Building, Charleston, July 
8-10, for the purpose of examining applications for 
licensure to practice in West Virginia. 


Society News.—At a meeting of the Ohio County 
Medical Society recently, Dr. Andrew J. Niehaus was 
elected president, succeeding Dr. Robert M. Sonne- 
born. Other officers elected include: president-elect, 
Dr. Carroll B. Buffington; vice-president, Dr. Lorne 
A. Lyon; secretary, Dr. William Perilman, and treas- 
urer, Dr. Joseph L. Curry. 


GENERAL 

Urology Award.—The American Urological Association 
offers a first prize of $500, a second prize of $300, and 
a third prize of $200 for essays on the result of some 
clinical or laboratory research in urology. Competition 
shall be limited to urologists who have been graduated 
not more than 10 years, and to hospital interns and 
residents doing research work in urology. The first 
prize essay will appear on the program of the forth- 
coming meeting of the American Urological Associa- 
tion, to be held at the Roosevelt Hotel, New Orleans, 
Louisiana, April 28-May 1, 1958. For information write 
the Executive Secretary, Mr. William P. Didusch, 1120 
North Charles Street, Baltimore. Essays must be sub- 
mitted before Dec. 1. 


Allergists Raise Fellowship Standards.—The American 
College of Allergists at its 13th annual congress re- 
cently raised its standards for the classification of 
fellow. Under the new regulations, no physician can 
become a fellow in the college unless he has either 
been certified by the sub-certifying board in allergy of 
the American Board of Internal Medicine or the 
American Board of Pediatrics or passed a written and 
oral examination set by the Board of Examiners of the 
college. Candidates will take two written examinations 
of three hours each covering all aspects of allergy. The 
oral examination, conducted by two examiners, will be 
for no less than 30 minutes. 
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Prevalence of Poliomyelitis.—According to the Nation- 
al Office of Vital Statistics, the following number of 
reported cases of poliomyelitis occurred in the United 
States, its territories and possessions in the weeks 
ended as indicated: 
June 1, 1957 
Total June, 2 
Paralytic Cases 1956 
Area Type Reported Total 
New England States 


Rhode Island 


Middle Atlantic States 
1 1 2 
1 
1 


East North Central States 


1 3 


West North Central States 
South Dakota 


South Atlantic States 
District of Columbia............ 
2 2 


North Carolina 
South Carolina 2 
East South Central States 
1 
West South Central States 
Mountain States 


> 


po 


Pacific States 
1 1 
2 6 19 
Territories and Possessions 


. 


J.A.M.A., June 29, 1957 


Congress on Legal Medicine.—The first American 
Congress on Legal Medicine and Law-Science Prob- 
lems will be held July 8-13 and 15-20 at the Hotel 
Morrison, Chicago. The congress will be conducted by 
the Law-Science Institute of the Schools of Law and 
Medicine, the University of Texas, Austin. It will pre- 
sent aspects of medical science as related to prepara- 
tion and trial of personal injury claims revealing the 
role of the physician as well as the lawyer and will 
feature sections on “The Science of Proof in Criminal 
Litigation” and “Legal Problems in the Practice of 
Medicine.” Focal presentations, panel discussions, 
trial sequences, and “consultation clinics” are sched- 
uled. Physicians may attend all or any part of the 
congress. For information write Dr. Hubert Winston 
Smith, Director, Law-Science Institute, The University 
of Texas, Austin 12, Texas. 


Congress on Maternal Care.—The seventh American 
Congress on Maternal Care, sponsored by the Ameri- 
can Committee on Maternal Welfare, will be held at 
the Palmer House, Chicago, July 8-12. Theme for the 
congress will be “Complete Maternity Care,” including 
such topics as prenatal, natal, and postpartum care; 
the role of the physician, nurse, and associated 
workers; the hospital teaching center; the rural area; 
the private office; and organizational patterns for 
complete maternity care. The program includes break- 
fast conferences, panel discussions, luncheon meetings, 
and motion picture sessions. Dr. F. Bayard Carter, 
professor of obstetrics and gynecology, Duke Univer- 
sity School of Medicine, Durham, N. C., will present 
the formai address, “Concept of Complete Maternity 
Care.” The congress banquet will be held July 10. A 
special ladies program is planned. Generalists who are 
members of the American Academy of General Prae- 
tice will receive 27% hours of category I (informal) 
training credit for attendance. Registration fee is $10. 
For information write the American Committee on 
Maternal Welfare, Inc., 116 S. Michigan Ave., Chi- 
cago 3. 


Seminar Cruise to the Caribbean.—The Jefferson Medi- 
cal College of Philadelphia is sponsoring a postgradu- 
ate medical seminar cruise to the Caribbean, visiting 
Havana, Cap Haitien, San Juan, Guadeloupe, Antigua, 
and St. Thomas, aboard the Swedish liner, M. S. 
Stockholm, leaving Wilmington, N. C., Nov. 9 and 
returning Nov. 22. The seminar constitutes 25 hours 
of category I postgraduate requirements. The faculty 
includes Drs. Mario A. Castallo, clinical professor of 
obstetrics and gynecology; Theodore R. Fetter, head, 
department of urology; Hans G. Keitel, head, depart- 
ment of pediatrics; and William Sodeman, head, de- 
partment of medicine. A program of entertainment 
and sight-seeing is planned. Information may be ob- 
tained from the Assistant to the Dean, The Jefferson 
Medical College of Philadelphia, 1025 Walnut St., 
Philadelphia 7. 


American Board of Obstetrics and Gynecology.—Ap- 
plications for certification, American Board of Ob- 
stetrics and Gynecology, new and reopened, for the 
1958 part I examinations are now being accepted. All 
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candidates are urged to make such application at the 
earliest possible date. Deadline date-for receipt of 
applications is Sept. 1; no applications can be accepted 
after that date. Candidates for admission to the exam- 
inations are required to submit with their application, 
a typewritten list of all patients admitted to the hos- 
pitals where they practice, for the year preceding 
their application, or the year prior to their request for 
reopening of their application. This information is to 
be attested to by the record librarian of the hospital 
or hospitals where the patients are admitted and sub- 
mitted on paper 8% X11 in. Current bulletins outlin- 
ing present requirements may be obtained by writing 
to the Secretary's Office, Dr. Robert L. Faulkner, 
American Board of Obstetrics and Gynecology, 2105 
Adelbert Road, Cleveland 6. 


National Research Fellowships._The National Acad- 

emy of Sciences—National Research Council recently 

announced the selection of nine scientists in the United 

States to be awarded the National Research Fellow- 

ship in the medical sciences for the coming academic 

year. These fellowships are made possible through the 

financial support and interest of the Rockefeller Foun- 

dation. The recipients, and their programs of study 

are as follows: 

Mr. William C. Agosta, Dallas, Texas, polyacetylenic antibiotics 
isolated from fungi. 

Dr. Philip Aisen, New York City, metabolism and chemistry of 
ceruloplasmin. 

Dr. Robert S. Edgar, Toronto, Canada, mechanism of recombi- 
nation in bacteria. 

Dr. Glen B. Haydon, San Francisco, inflammatory reaction in the 
hamster cheek pouch. 

Miss Lorna June Langer, Bronx, N. Y., metabolism of ribonu- 

cleotides and ribonucleosides. 

ae Laufer, Ithaca, N. Y., regeneration and protein syn- 
thesis. 

Dr. Guy Owens, Nashville, Tenn., neurophysiological changes 
produced by anesthetic agents and other compounds. 

Mr. Edwin W. Taylor, Toronto, Canada, molecular structure of 
proteins. 

Dr. Steven L. Wissig, Far Rockaway, N. Y., fine structure of 
muscle capillaries in various experimentally induced permea- 
bility states. 


Grants for Disability Research.—_The Easter Seal Re- 
search Foundation of the National Society for Crippled 
Children and Adults provides grants-in-aid for investi- 
gations concerned with the prevention and treatment 
of physical and associated disabilities and the reha- 
bilitation of the physically handicapped. Disabilities 
may be congenital or may result from accident or ill- 
ness. Accident prevention, per se, is outside the scope 
of the foundation’s research interest. Funds are de- 
rived from a fixed percentage of the gross returns of 
the annual Easter Seal campaign. Additional support 
is secured through contributions from corporations and 
individuals and through grants from other foundations. 
The foundation is concerned with investigations of 
(1) the causes of crippling, (2) the prevention of 
physical disabilities, (3) methods for improving im- 
paired functions or for mitigating the results of 
dysfunction, and (4) measures for enhancing the 
effectiveness of the rehabilitation process. Awards are 
made to institutions or agencies for use by the investi- 
gator whose request for a grant-in-aid has been ap- 
proved, rather than directly to investigators themselves. 
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Investigators receiving grants are expected to make 
a progress report within 12 months following receipt 
of funds. A final report is to be made at the termina- 
tion of the study. Twenty-five reprints of such publica- 
tions are to be made available to the foundation. 
Applications filed between Sept. 1 and March 31 are 
reviewed in June. Applications filed between April 1 
and Aug. 31 are reviewed in November. Awards are 
announced during June and November. For informa- 
tion write the National Society for Crippled Children 
and Adults, 11 South LaSalle Street, Chicago 3. 


Donner Research Fellowships.—The National Acad- 
emy of Sciences—National Research Council has an- 
nounced the selection of seven scientists in the United 
States to be awarded the Donner Fellowship for Med- 
ical Research for the coming academic year. The fel- 
lowships, available this year for the first time, are made 
possible through the financial support and interest of 
the Donner Foundation of Philadelphia as a part of 
their efforts in advancing medical science. The founda- 
tion was founded in 1932, in memory of Joseph Donner 
by his father, the late William H. Donner, president, 
Donner Steel Company of Buffalo, until its sale to 
Republic Steel Corporation in 1929. Until 1949, the 
foundation's charitable activities were devoted exclus- 
ively to the fight against cancer. Since that time it has - 
channeled a majority of its funds to three fields— 
awards to recognized, reputable medical groups or in- 
stitutions for research on the causes of and therapy 
for the less-understood illnesses and diseases, support 
for secondary education, and support of projects de- 
signed to preserve our American way of life. 
The recipients of the fellowships and their programs 
of study are as follows: 
Dr. Joseph B. Alpers, New York City, cellular metabolism in 
normal and neoplastic tissue. 
Dr. Arthur Cole, Houston, Texas, radiation effects in biological 
systems, 
Dr. David Garfinkel, Berkeley, Calif., mechanisms of electron 
transport. 
Dr. William E. Lassiter, Wilmington, North Carolina, para- 
meters of the thyroid gland. 
Dr. Eugene Leibsohn, Phoenix, Ariz., energy requirements of 
human skin. 
Dr. Lawrence B. Smillie, Edmonton, Alberta, Canada, physical- 
chemical properties of proteins. 
Mr. Charles A. Sondhaus, San Francisco, Calif., protein within 
cells after their exposure to radiation. 


LATIN AMERICA 


Medical Congress in Peru.—The first medical congress 
of the Central Region of Peru will be held Aug. 11-17 
under the auspices of the government of Peru and 
organized by the Peruvian Medical Association. The 
congress will take place in commemoration of the 
centennial anniversary of the birth of Daniel A. Car- 
rion, a martyr of medicine of international renoun. 
The official topics include the following: Peruvian 
verruca, pathology of altitude, occupational diseases, 
work and professional dangers of miners, laws of 
medical practice in regions of mines, agricultural and 
cattle raising, food, housing, toxicomania: alcohol and 
coca chewing, and free topics. For information write 
Asociacion Medica Peruana, Congresso Regional del 
Centro, Lima, Peru. 
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Symposium on Curare.—A symposium dealing with 
the problem of curare and curarising substances in 
general will be held in Rio de Janeiro, Aug. 5-10, 
organized by UNESCO, the National Council of Re- 
search, Brasil (Rio de Janeiro) and under the patron- 
age of the President of the United States of Brasil. The 
meetings will be held at the University of Brasil and 
will consist of a series of reports and communications 
on (a) the ethnographic problems concerning South- 
American curares, (b) the botanical origin of the active 
principles of curares, (c) the chemistry of the curaris- 
ing alkaloids, (d) synthetic curares, (e) physiology of 
neuromuscular transmission and mechanism of curari- 
sation, (f) phamacological properties, and (g) clinical 
applications of curares. Aug. 11-17 a visit to Manaus 
(Instituto Nacional de Pesquisas de Amazonia) and to 
Belem (Instituto Agronomico do Norte) will be ar- 
ranged for the participants, with scientific expositions 
included. The official languages of the symposium are 
Portuguese, English, French, and Spanish. For infor- 
mation write Prof. Carlos Chagas, Instituto de Bio- 
fisica, Universidade do Brasil, 458 Avenida Pasteur, 
Rio de Janeiro. 


FOREIGN 


Congress of Dietetics in Madrid.—The fourth Euro- 
pean Congress of Dietetics will be held in Madrid 
Sept. 26-28 under the presidency of Prof. H. G. Mo- 
gena. The congress will cover the following subjects 
only: (1) alimentation and cirrhosis of the liver; (2) 
alimentation and bones; (3) dietetics of nephrosis; (4) 
alimentary technology and nutritional value of food. 
Papers will be read by specialists from Austria, Bel- 
gium, France, Germany, Italy, Netherlands, Portugal, 
Rumania, Spain, Sweden, Switzerland, and Turkey. 
Physicians, dieticians, and biochemists will take part 
in the meetings. Members will be able to present 
papers on the subjects mentioned and take part in 
general discussions. Papers will be read in English, 
French, German, Italian, and Spanish with simulta- 
neous translation. A social program is planned. For 
information write The Secretary General, Dr. Eduardo 
Arias Vallejo, Direcci6n General de Sanidad, Plaza de 
Espana, Madrid. 


Postgraduate Course in Czechoslovakia.—The Czecho- 
slovak Physiatric Society, secion of the Czechoslovak 
J. E. Purkyne Medical Society, in accordance with its 
pre-war tradition, will organize the 18th International 
Postgraduate Medical Course at the Spa of Karlovy 
Vary (Carlsbad) Sept. 16-21. The main subjects are 
diseases of the gall bladder and bile-ducts, besides 
free themes from the different sections of medicine. 
Research workers from several European universities 
and research institutes (England, France, Germany, 
Poland, Rumania, the U. S. S. R., Yugoslavia, and 
Czechoslovakia) will read papers in English, French, 
German, or Russian. Excursions, trips, cultural and 
social events will be offered during the course. Partici- 
pants will make a tour of the main Czechoslovak spas 
and places of historical interest after the course. For 
enrollment and information apply to the Czechoslovak 
Physiatric Society, 7, Albertov, Prague II, Institute of 
Physiotherapy and Balneology of Charles University. 


J.A.M.A., June 29, 195; 


CORRECTION 

Conductive Shoes for Use in Operating Room.—In the 
Query and Minor Note entitled “Conductive Shoes fo, 
Use in Operating Room” which appeared in THE Jour. 
NAL, June 1, page 622, there was a reference to a sin. 
ple, inexpensive device for conductive footwear 4 
described by Virtue in Anesthesiology, March, 1954 
issue. The reference to the volume and page number 
should have read 15:215-216. 


EXAMINATIONS 
AND LICENSURE 


AMERICAN BOARD OF ANESTHESIOLOGY: Part I. Various location; 
July 19. Final date for filing application was Jan. 19. American 
Board of Anesthesiology. Oral. Washington, Oct. 28-Nov. |, 
Sec., Dr. Curtiss B. Hickcox, 80 Seymour St., Hartford 15. 

AMERICAN Boarp OF DERMATOLOGY: Oral. Baltimore, Oct. 1I- 
13. Final date for filing application was April 1. Sec., Dr 
Beatrice Maher Kesten, One Haven Ave., New York 32. 

AMERICAN Boarp OF INTERNAL MEDICINE: Written. Oct. 21. 
Oral. Los Angeles, Sept. 11-14. Final date for filing applica- 
tions was Feb. 1. Exec. Sec., Dr. W. A. Werrell, 1 West 
Main St., Madison 3, Wis. 

AMERICAN BOARD OF NEUROLOGICAL SuRGERY: Examination 
given twice annually, in the spring and fall. In order to be 
eligible a candidate must have his application filed at least si 
months before the examination time. Sec., Dr. Leonard T. Fur 
low, Washington University School of Medicine, St. Louis 10 

AMERICAN BOARD OF OBSTETRICS AND GYNECOLOGY: Applica- 
tions for certification, new and reopened, for the 1958 Part! 
examinations are now being accepted. Deadline for receipt 
of applications is September 1. Sec., Dr. Robert L. Faulkner, 
2105 Adelbert Road, Cleveland 6, Ohio. 

AMERICAN BoarRD OF OPHTHALMOLOGY: Oral, Chicago, Oct. 
7-11. Written. January 1958. Final date for filing application 
is July 1. Sec., Dr. Merrill J. King, Box 236, Cape Cottage 
Branch, Portland 9, Maine. 

AMERICAN BoarD OF ORTHOPAEDIC SuRGERY: Part II. New York 
City, Jan. 29-31, 1958. Final date for filing application is 
August 15. Sec., Dr. Sam W. Banks, 116 South Michigan 
Avenue, Chicago 3. 

AMERICAN Boarp OF OTOLARYNGOLOGY: Chicago, Oct. 7-11. 
Final date for filing application was in April. Sec., Dr. Dean 
M. Lierle, University Hospitals, Iowa City. 

AMERICAN BoarpD OF PatHo.ocy: Oral and Written. Pathologic 
Anatomy and Clinical Pathology. New Orleans, Sept. 26-28. 
Final date for filing application is August 15. Sec., Dr. 
Edward B. Smith, Indiana University Medical Center, Indi- 
anapolis 7. 

AMERICAN Boarp OF Procro.ocy; Oral and Written. Parts I and 
II, September. Sec., Dr. Stuart T. Ross, 520 Franklin Ave. 
Garden City, N. Y. 

AMERICAN BoarpD OF PsycHIATRY AND NEuROLOGY: New York, 
Dec. 16-17. San Francisco, March 17-18. Sec., Dr. David A. 
Boyd, Jr., 102-110 Second Ave., S. W., Rochester, Minn 

AMERICAN Boarp oF RapioLocy: Washington, Sept. 23-28. Final 
date for filing application was June 1. Within the near future 4 
special examination for certification in Nuclear Medicine wil 
be offered to diplomates in Radiology and Therapeutic Radi- 
ology. Sec., Dr. H. Dabney Kerr, Kahler Hotel Bldg., Roches- 
ter, Minn. 

AMERICAN Boarp oF Uro.Locy: Written examination, Variou‘ 
cities throughout the country. Pathology and Oral Clinical. 
February 1958. Location not decided, Exec. Secretary, Mr. 
Ruby L. Griggs, 30 Westwood Road, Minneapolis 16, 

Boarp OF THORACIC SuRGERY: Written. Various centers through 
out the country, September 1957, and the closing date for 
registration is July 1, 1957. Sec., Dr. William H. Tuttle, 115! 
Taylor Ave., Detroit 2. 
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DEATHS 


Hodges, J. Edward ® Houston, Texas; born in George- 
town March 14, 1875; University of Texas School of 
Medicine, Galveston, 1897; University of Pennsylvania 
Department of Medicine, Philadelphia, 1898; a found- 
er, a trustee and past-secretary and president of the 
Houston Academy of Medicine; a charter member, 
past-president, treasurer, and first secretary of the 
Harris County Medical Society; a few years ago 
named the general practitioner of the year by the 
Houston Academy of General Practice; clinical pro- 
fessor of obstetrics and gynecology (honorary) Baylor 
University College of Medicine; during World War II 
a member of the Harris County Selective Service 
Board; member and past-president and secretary of 
the staff of St. Joseph Infirmary; on the staffs of the 
Memorial and Baylor hospitals; one of the founders 
and chief of staff, Jefferson Davis Hospital, where in 
1941 received a silver key, a token of his long service; 
for many years physician at the Convent of the Good 
Shepherd; died March 11, aged 81, of heart disease. 


Frazar, John David ® De Ridder, La.; born in 1883; 
Memphis (Tenn.) Hospital Medical College, 1911; 
veteran of World War I; first coroner of Beauregard 
Parish and held that office for 12 years; for two terms 
Beauregard parish sheriff; chairman of the board of 
directors of the Beauregard Savings and Loan Asso- 
ciation; past-president of the City Savings Bank of 
De Ridder, where he served as a member of the board 
of directors; a director of the First Federal Savings 
and Loan Association of Lake Charles; founder of the 
De Ridder Community Hospital; died in Ochsner’s 
Clinic, New Orleans, March 9, aged 73. of abscess of 
esophagus. 


Thompson, Gordon Grahame * Seattle; College of 
Physicians and Surgeons of Chicago, School of Medi- 
cine of the University of Illinois, 1910; clinical profes- 
sor of obstetrics and gynecology of the University of 
Washington School of Medicine; specialist certified by 
the American Board of Obstetrics and Gynecology; 
fellow of the American College of Surgeons; at one 
time medical director of the Northern Life Insurance 
Company; a board member of the Maynard Hospital, 
where he died Feb. 25, aged 76. 


Buckley, John, Lieut. Comdr., U. S. Navy, retired, 
Seattle; University of Minnesota Medical School, Min- 
neapolis, 1909; service member of the American Medi- 
cal Association; entered the U. S. Navy in 1913 and 
retired June 30, 1937; died March 4, aged 71, of 
coronary thrombosis. 


Burns, Arthur Vincent © Norwood, Mass.; Tufts Col- 
lege Medical School, Boston, 1926; specialist certified 
by the American Board of Radiology; member of the 
American College of Radiology; for many years served 
on the staff of St. Elizabeth’s Hospital in Boston; chief 
radiologist, Norwood Hospital; died March 20, aged 
56, of coronary thrombosis. 


* Indicates Member of the American Medical Association. 


Burtch, Claude E. * Portis, Kan.; University Medical 
College of Kansas City, Mo., 1904; died March 7, 
aged 82, of basilar artery thrombosis and generalized 
arteriosclerosis. 


Dobson, Thomas L. * Leland, Miss.; Medical Depart- 
ment of Tulane University of Louisiana, New Orleans, 
1892; local surgeon for the Illinois Central Railroad: 
died in the King’s Daughters Hospital, Greenville, 
March 29, aged 86, of uremia. 


Dummer, Clyde Malcolm ® Cincinnati; University 
of Cincinnati College of Medicine, 1934; instructor in 
pediatrics at his alma mater; specialist certified by the 
American Board of Pediatrics; served during World 
War II; for many years associated with the Children’s 
Hospital and Cincinnati General Hospital; died in the 
Christ Hospital March 9, aged 53, of ruptured aortic 
aneurysm. 


Feinberg, Harry, Brooklyn; Western Reserve Univer- 
sity Medical Department, Cleveland, 1924; veteran of 
World War I; died April 6, aged 56, of acute myo- 
cardial infarction. 


Fink, Montague * Helena, Ark.; Missouri Medical 
College, St. Louis, 1887; past-president of the Phillips 
County Medical Society, of which he was secretary; 
first county health officer; served as president of the 
city board of health; died March 1, aged 91. 


Fitz Jerrell, Harry Bacon, Raymond, IIl.; Northwest- 
ern University Medical School, Chicago, 1904; died 
in the Hillsboro (Ill.) Hospital March 22, aged 86. 


Flanagan, Garret Jerome * Kaukauna, Wis.; Marquette 
University School of Medicine, Milwaukee, 1913; vet- 
eran of World War I; served as city health officer; 
died in Appleton March 4, aged 68. 


Foss, Rodney Ham, Manchester, N. H.; Harvard Med- 
ical School, Boston, 1948; certified by the National 
Board of Medical Examiners; specialist certified by 
the American Board of Radiology; served as lieutenant 
(jg) in the medical corps of the U. S. Naval Reserve; 
died March 24, aged 35. 


Garrison, William Hicks ® White Hall, Il.; Missouri 
Medical College, St. Louis, 1897; also a graduate in 
pharmacy; served as president, vice-president, and 
secretary of the Greene County Medical Society; died 
in the Oak Lawn Sanitarium, Jacksonville, March 15, 
aged 88. 


George, Lawrence Jefferson * Stuart, Okla.; Memphis 
(Tenn.) Hospital Medical College, 1907; died in Me- 
Alester (Okla.) General Hospital Feb. 28, aged 74, of 
congestive heart disease. 

Gettings, Thomas Lawrence * Fall River, Mass.; Tufts 
College Medical School, Boston, 1904; school physi- 
cian; past-president of the Fall River Medical Society; 
served on the staffs of the Fall River General, St. 


Anne's, and Union hospitals; died March 6, aged 74, 


of cerebral hemorrhage. 
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Ginsberg, Charles, New York City; Long Island Col- 
lege Hospital, Brooklyn, 1905; for many years on the 
staff of the New York Polyclinic Medical School and 
Hospital, where he died April 1, aged 72. 


Goldberg, Maurice ® New York City; Jefferson Medi- 
cal College of Philadelphia, 1916; member of the 
American College of Gastroenterology; veteran of 
World War I; died in Belle Vista Beach, Fla., Feb. 28, 
aged 64, of coronary thrombosis. 


Goode, Ralph Clarence © Chicago; Rush Medical Col- 
lege, Chicago, 1927; medical director of Chicago 
Teachers College; on the staff of the Jackson Park 
Hospital; died April 21, aged 65, of coronary occlu- 
sion. 


Gruver, Arthur Burton ® Wilmington, Del.; Medico- 
Chirurgical College of Philadelphia, 1898; served on 
the staff of the Wilmington General Hospital; died in 
the Los Angeles County General Hospital March 16, 
aged 87, of cerebrovascular accident. 


Hagan, Thomas Joseph, Sarasota, Fla.; Baltimore 
Medical College, 1903; died in the Memorial Hospital 
Feb. 22, aged 81, of heart block and arteriosclerotic 
heart disease. 


Handwork, Andrew Jackson Williams, Huntingdon, 
Pa.; Hahnemann Medical College and Hospital of 
Philadelphia, 1908; specialist certified by the American 
Board of Otolaryngology; veteran of World War I; 
served on the staff of Altoona (Pa.) Hospital; died 
March 28, aged 72, of arteriosclerosis. 


Hanna, Walter Sylvester, Bennettsville, S$. C.; Howard 
University College of Medicine, Washington, D. C., 
1919; served on the staff of the Marlboro County Gen- 
eral Hospital; died March 27, aged 66. 


Harnett, Arthur Lee, Everett, Wash.; College of Phy- 
sicians and Surgeons of Chicago, School of Medicine 
of the University of Illinois, 1904; died March 4, aged 
75, of emphysema and arteriosclerotic heart disease. 


Hawk, Eugene Edward, Wichita, Kan.; University of 
Kansas School of Medicine, Kansas City, 1953; on the 
staffs of St. Francis and St. Joseph’s hospitals; veteran 
of World War II; killed in a plane accident at Bluff 
City March 22, aged 35. 


Hill, James Chisolm ® Abbeville, S. C.; University of 
Maryland School of Medicine, Baltimore, 1906; veter- 
an of World War I; for many years staff physician for 
the Seaboard Air Line Railway; on the staff of the 
Abbeville County Memorial Hospital, where he died 
March 12, aged 75. 


Hodges, William Acey ® Oaktown, Ind.; Hospital Col- 
lege of Medicine, Louisville, 1897; veteran of World 
War I; died in the Good Samaritan Hospital, Vin- 
cennes, March 19, aged 79, of cancer. 


Howard, Warren Joel, Waitsfield, Vt.; University of 
Vermont College of Medicine, Burlington, 1906; vet- 
eran of World War I; died March 19, aged 80, of 
chronic myocarditis. 


Hunter, Matthew William ® Essex Junction, Vt.; Uni- 
versity of Vermont College of Medicine, Burlington, 
1910; served on the staffs of the Bishop DeGoesbriand 
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Hospital and the Mary Fletcher Hospital in Burling. 
ton, and the Fanny Allen Hospital ,Winooski, where he 


- died April 2, aged 71, of pneumococcic meningitis. 


Hurwitz, Nathaniel ® Philadelphia; Jefferson Medical 
College of Philadelphia, 1925; served on the staffs of 
the St. Luke’s and Children’s Medical Center and 
the Kensington Hospital, where he died March 29 
aged 62. 


Ilett, Ambrose Emmons, Brooklyn; Queen’s Universit 
Faculty of Medicine, Kingston, Ontario, Canada, 189§. 
died April 1, aged 86, of arteriosclerotic heart disease 
and diabetes mellitus. 


Johnson, Ernest Edward ® Passaic, N. J.; Syracuse 
University College of Medicine, 1942; fellow of the 
International College of Surgeons; veteran of World 
War II; on the staff of the- Passaic General Hospital. 
died April 11, aged 41, of cancer. 


Johnson, James Edgar Jr., Adel, Ga.; Medical College 
of Georgia, Augusta, 1952; interned and served a resi- 
dency at the Columbus (Ga.) City Hospital; veteran 
of World War II; died March 20, aged 33. 


O’Dea, John Harold, Scranton, Pa.; Loyola Universit, 
School of Medicine, Chicago, 1926; veteran of Worl 
Wars I and II; member of the staffs of the Hahnemann 
Hospital and the Mercy Hospital, where he died Feb. 
23, aged 62. 


O'Donnell, David H. ® Detroit; Michigan College of 
Medicine and Surgery, Detroit, 1892; served on the 
faculty of his alma mater; for many years chief of staf 
at Providence Hospital; for many years medical di- 
rector of the St. Joseph’s Retreat in Dearborn, Mich. 
in 1942 the Veterans of Foreign Wars of the United 
States presented its Distinguished Citizens Medal to 
him for “outstanding service to war veterans and the 
cause of humanity”; died March 17, aged 87. 


O'Leary, Daniel Joseph ® Toledo, Ohio; Loyola Uni- 
versity School of Medicine, Chicago, 1935; fellow of 
the American College of Surgeons; served on the staf 
of the Mercy Hospital and as vice-chief of medical 
staff, St. Charles Hospital, where he died Feb. 21, 
aged 49, of carcinoma of the liver with metastases. 


Oftedal, Trygve ® Fargo, N. D.; University of Minne- 
sota Medical School, Minneapolis, 1915; veteran 0 
World War I; served as president of the North De- 
kota Academy of Ophthalmology and Otolaryngology; 
on the staff of St. John’s Hospital; died March 13, aged 
70, of arteriosclerotic heart disease. 


Orr, Charles Houston ® Ash Grove, Mo.; St. Louis 
University School of Medicine, 1908; veteran of World 
War I; served as mayor and president of the school 
board; formerly associated with the Burge Hospital 
in Springfield; died Feb. 23, aged 75, of carcinoma of 
the intestine and nephritis. 


Pafford, Jefferson Wilcox, Jacksonville, Fla.; Univer 
sity of Georgia Medical Department, Augusta, 1915: 
veteran of World War I; service member of the Amer: 
ican Medical Association; for many years associate 
with the Veterans Administration; served on the stafls 
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of Veterans Administration hospitals in Newington, 
Conn., White River Junction, Vt., and Montgomery, 
Ala.; died Feb. 28, aged 67. 


| Preston, Theodore R., Lowmansville, Ky.; Tennessee 


Medical College, Knoxville, Tenn., 1909; died in the 
Paintsville (Ky.) Hospital Feb. 28, aged 77, of pneu- 
monia. 

Qualheim, Robert Edward, Kansas City, Kan.; Uni- 
versity of Cincinnati College of Medicine, 1951; in- 
terned at the Cincinnati General Hospital, where he 
served a residency in pathology; resident in pathology 
at the University of Kansas Medical Center and at the 
Veterans Administration Hospital on a rotating as- 
signment for training; served in the U. S. Army Re- 
serve; died Feb. 7, aged 29. 


Rasmusson, Frederick Paus, Moorhead, Minn.; Rush 
Medical College, Chicago, 1901; died March 7, aged 
2. of arteriosclerotic heart disease. 


Rhoades, Robert Raikes, Hatfield, Ind.; the Hahne- 
mann Medical College and Hospital, Chicago, 1888; 
died March 3, aged 90. of senility. 


Richards, Chester B., Waldo, Wis.; Wisconsin College 
of Physicians and Surgeons, Milwaukee, 1910; served 
as president of the Waldo Village Board and on the 
village school board; died in Plymouth March 13, 
aged 69, of cerebral hemorrhage. 


Ritchey, George Fenton, Bushnell. Ill.; Washington 
University School of Medicine, St. Louis, 1910; vet- 
eran of World War I; on the staffs of the Phelps and 
St. Francis hospitals; died March 8, aged 73, of 
coronary occlusion. 


Robertson, James Archie * Kansas City, Mo.; St. Louis 
College of Physicians and Surgeons, 1899; fellow of 
the American College of Surgeons; on the staff of St. 
Luke's Hospital; died March 17, aged 91, of heart 
disease. 


Robinson, Elam Theodore, Cleveland, Okla.; St. Louis 
University School of Medicine, 1907; veteran of World 
War I; past-president of the Cleveland Rotary Club; 
a director of the First National Bank; died in St. John’s 
Hospital, Tulsa, March 5, aged 83, of arteriosclerosis. 


Schirripa, Frank Rocco, Cleveland; Loyola University 
School of Medicine, Chicago, 1934; veteran of World 
War II; on the staff of St. John’s Hospital, where he 
died March 12, aged 51, of coronary occlusion. 


Shulian, Orie Frank ® Quincy, IIl.; College of Physi- 
cians and Surgeons of Chicago, School of Medicine 
of the University of Illinois, 1905; consulting surgeon 
at St. Mary Hospital, where he was a member of the 
medical staff for many years; fellow of the American 
College of Surgeons; died March 11, aged 74. 


Sypert, Jefferson Reed © Dallas, Texas; University of 
Texas School of Medicine, Galveston, 1903; on the 
staff of the Medical Arts Hospital; died March 24, 
aged 82, of a cerebrovascular accident. 


Taylor, Herbert Isaac ® Jefferson City, Mo.; St. Louis 
College of Physicians and Surgeons, 1908; St. Louis 
University School of Medicine, 1913; veteran of World 
War I; died March 11, aged 76. 
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Tichy, Elsie Marie ® Chicago; Loyola University 
School of Medicine, Chicago, 1937; died April 17, 
aged 45. 


Townsend, Calvin Edmond, Apple Valley, Calif., 
Medical College of Ohio, Cincinnati, 1906; specialist 
certified by the American Board of Otolaryngology; 
fellow of the American College of Surgeons; at one 
time on the staffs of the Children’s, Peoples, and City 
hospitals in Akron, Ohio: served on the staffs of the 
California Hospital in Los Angeles, and the Alhambra 
(Calif.) Community Hospital; died Feb. 10, aged 79, 
of a heart block. 


Troxler, William Everett, Greensboro, N. C.; Uni- 
versity of Tennessee College of Medicine, Memphis, 
1912; veteran of World War I; served on the staff of 
the Veterans Administration Hospital, Dearborn, Mich. ; 
died March 11, aged 73, of coronary occlusion. 


Van Winkle, Arthur Jenkins ® Valparaiso, Ind.; Uni- 
versity of Kansas School of Medicine, Kansas City, 
Kan., 1926; died in the Methodist Hospital, Gary, Jan. 
20, aged 69, of carcinoma of the right lung. 


Wayland, Charles Aprenta, Long Beach, Calif.; Hah- 
nemann Medical College and Hospital of Philadelphia, 
1891; veteran of World War |; past-president of the 
San Jose Chamber of Commerce; died Feb. 20, 
aged 90. 


Webb, William Simpson * Fort Worth, Texas; Van- 
derbilt University School of Medicine, Nashville, 1921, 
specialist certified by the American Board of Otolar- 
yngology; fellow of the American College of Surgeons; 
on the staff of St. Joseph Hospital, where he died 
March 21, aged 61, of acute myocarditis and pneu- 
monitis. 


Weiskotten, William Otto, San Diego, Calif.; Syracuse 
University College of Medicine, 1905; an associate 
member of the American Medical Association; past- 
president of the San Diego County Medical Society; 
specialist certified by the American Board of Radi- 
ology; served as member and president of the staff at 
Mercy Hospital; died in the Scripps Memorial Hos- 
pital, La Jolla, March 14, aged 75. 


Williams, Charles O. ® West Point, Ga.; Atlanta Col- 
lege of Physicians and Surgeons, 1906; on the staff of 
the Valley Hospital; died March 22, aged 73, of 
rupture of an aneurysm of the abdominal aorta. 


Wiswall, Thomas Augustus * Falmouth, Mass.; Mid- 
dlesex University School of Medicine, Waltham, 1915, 
served as school physician; a director of the Falmouth 
National and Cooperative banks; died in the New 
England Baptist Hospital, Boston, March 11, aged 73. 


Zbinden, Theodore * Toledo, Ohio; University of 
Michigan Medical School, Ann Arbor, 1901; specialist 
certified by the American Board of Pathology; fellow 
of the American College of Physicians; member of the 
College of American Pathologists; formerly member 
of the board of education; honorary staff member of 
Toledo Hospital and member of the staff of the 


Flower Hospital, where he died March 17, aged 79, 


of cancer. 
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FOREIGN LETTERS 


AUSTRIA 


Dysgenesis of the Gonads.—At the meeting of the 
Vienna Medical Society, on April 12, W. Swoboda 
stated that dysgenesis of the gonads usually occurs 
in girls with retarded growth and slow sexual de- 
velopment (primary amenorrhea, poorly developed 
mammary glands, and sparse growth of pubic hair). 
Webbing of the neck and other malformations are 
often associated with this disease. The fact that, in 
most of the patients, the sex chromosomes are of 
definitely male type throws some light on the patho- 
genesis of this disturbance. Presumably, the testes fail 
to develop in the early embryonic stage because of 
influences that cannot be determined, and the internal 
and external sex organs, in the absence of androgens, 
automatically develop as female sex organs. The 
prognosis for corrective treatment is poor. Substitu- 
tion therapy may help in the development of the 
breasts, but, as a rule, no menstrual cycle can be 


established. 


Intersexuality.—At the same meeting, A. Prader of 
Ziirich stated that the most important item of progress 
in the last year was the possibility of the determina- 
tion of the chromosomal sex and the knowledge that 
male genital development is possible only if the axis 
pituitary-testis of the fetus is intact and if the undif- 
ferentiated genital area can react to the androgenic 
stimuli of the fetus. The most significant intersexual 
conditions are testicular feminization, dysgenesis of 
the sex organs, and Klinefelter’s syndrome. All three 
of these syndromes occur more frequently than has 
been thought. Testicular feminization is a hereditary 
form of intersexuality in persons who are externally 
females in every respect but who, chromosomally, are 
males with a short vagina that has a blind ending and 
who have primary amenorrhea, sparse pubic hair, and 
inguinal hernias containing testes. The term “heredi- 
tary androgenic resistance” would be a more accurate- 
ly descriptive term. Dysgenesis of the sex organs 
occurs in persons who are externally females with 
rudimentary sex organs and defective puberal de- 
velopment and in whom the chromosomal male sex 
is prevalent. This syndrome, associated with the 
facultative symptoms such as retarded growth, web- 
bing of the neck, and other degenerative signs, is also 
called Turner’s syndrome. Klinefelter’s syndrome is a 
special type of male hypogonadism with sclerosing 
degeneration of the seminiferous tubules. The patients 
have a normal external male aspect with male sex 
organs and secondary signs of the male sex. Under- 
sized testes, sterility, a high incidence of gynecomastia, 
and frequently eunuchoid proportions are character- 
istic of this condition. The chromosomal sex is pre- 
dominantly female, and in the histologically typical 
cases it is always female. Besides being of theoretical 


The items in these letters are contributed by regular corre- 
spondents in the various foreign countries. 


interest, the recognition of those three syndromes is 
important for prognosis (sterility), but it is unwise not 
to let the patient retain the outer semblance of the sex 
in which he grew up, according to his external char- 
acteristics. 


Aortography in Urology.—At the meeting of the Aus- 
trian Society for Urology in April, A. Schimatzek re- 
ported on his experiences on 105 aortographic ex- 
aminations. The first method reported on was direct 
puncture of the aorta with a Reinaldo dos Santos 
needle which has no hole in front but two lateral oval 
holes, thus permitting a good mixture of the blood 
and the contrast medium. Seldinger’s method, on the 
contrary, permits a better adjustment of the end of 
the polyvinyl tube that is pushed forward from the 
femoral artery into the aorta, but this method does 
not assure a satisfactory mixture of blood and con- 
trast medium. A 76% solution of sodium acetrizoate 
(Urokon sodium) is the medium of choice. Aortog- 
raphy is a valuable addition to the urologic methods 
of examination, but it cannot replace retrograde 
pyelography. It has its own indications and furnishes 
important information in doubtful cases. Its perform- 
ance requires a well-trained team, to reduce the risks 
to the patient. 


Psychiatric Experience with Refugees.—At the meeting 
of the Vienna Medical Society, on April 26, J. Paal 
and H. Strotzka described the peculiarities of the so- 
called Hungarian neo-refugees. The disappointments 
of unfulfilled wishful thinking were more severely 
manifested in women than in men. Almost 50% of the 
patients were admitted to the clinic for nervous dis- 
eases because of suicidal attempts. They loudly re- 
quested increased care. A diagnosis of psychogenic re- 
action was established in more than 50% of the pa- 
tients. About 33% of them had previously undergone 
psychiatric treatment in Hungary. The fact that, with- 
in five months, only about 0.2% of the refugees were 
admitted as inpatients reveals the relative health of 
this group. 


Consciousness and Encephalography.—At the same 
meeting, J. Kugler described the electroencephalo- 
graphic patterns in various stages of sleep. At the 
borderline between waking and dozing, the normal 
activity is reactivated after a sensorial stimulus. A 
varying influence of ergotropic and trophotropic im- 
pulses from the reticular formation of the mesenceph- 
alon was observed. Regular spike patterns were seen 
in patients with petit mal paroxysm. During sleep, 
subcortical lesions showed normal reaction to the sen- 
sorial stimuli in the normal hemisphere. In the dis- 
eased hemisphere, a slower and more irregular activity 
continued unchanged. 


New Treatment for Parkinsonism.—At the meeting of 
the Vienna Society of Physicians, on April 5, F. Ger- 
stenbrand and H. Tschabitscher said that great 
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progress has been made in the treatment of Parkinson- 
ism with the discovery of some new synthetic drugs 
that have proved to be superior to atropine and scopol- 
amine and are accompanied by fewer unpleasant 
side-effects. Trihexylphenidyl hydrochloride (Akine- 
ton) was given by mouth to 91 patients (42 with paraly- 
sis agitans, 41 with postencephalitic Parkinsonism, and 
§ with arteriosclerotic Parkinsonism ). About 60 of the 
patients showed marked improvement of the symp- 
toms; the action on rigor and the autonomic nervous 
system was more effective than that on the tremor. 
The side-effects were negligible. When the drug was 
given intravenously, both the rigor and the tremor 
were improved for several hours. Eight of 12 patients 
with spastic paresis were definitely improved. 


BRAZIL 


Portal Hypertension.—At the meeting in Sao Paulo of 
the Brazilian College of Surgeons in November, a series 
of 152 patients with portal hypertension was reported 
on by Dr. P. Rocha, of the University of Sao Paulo. 
The treatment was splenorenal anastomosis in 78 pa- 
tients, splenectomy in 56, direct portocaval anastomosis 
in 14, ligature of the splenic and hepatic arteries in 5, 
and ligature of the splenic artery in 2. Intrahepatic 
obstruction was the cause of the portal hypertension 
in 149 patients. Only three patients had an extra- 
hepatic block. Splenomegaly was present in all the 
patients; hepatomegaly in 102, or 67%; gastrointestinal 
hemorrhage (melena and/or hematemesis) in 92, or 
60%; hematemesis in 82, or 54%; and melena in 73, or 
48%. The blood showed oligocythemia in 103 patients, 
or 67.7%; leukopenia in 90, or 59%; hypoalbuminemia 
in 65, or 45.1%; and platelet deficiency in 40, or 26%. 

No relation could be found between the degree of 
portal hypertension and the presence of esophageal 
varices. The incidence of esophageal varices was prac- 
tically the same for patients with the higher and those 
with the lower pressures. Splenomegaly did not seem 
to be related to the age of the patient, although a direct 
relation was found between the degree of portal hyper- 
tension and the size of the spleen: the higher the pres- 
sure, the larger the spleen. Gastrointestinal hemorrhage 
was considered an indication for operation. Operation 
was also recommended in patients who had esophageal 
varices with no hemorrhages. During an episode of 
bleeding from esophageal or gastric varices, tampon- 
ade with hydrostatic or pneumatic balloons is _per- 
formed preliminary to a definitive operation (spleno- 
renal or direct portocaval anastomosis ). Splenorenal 
anastomosis could not be performed in 40% of the pa- 
tients, whereas the direct portocaval anastomosis was 
not feasible in only 13%. 

The results obtained with the use of the splenorenal 
anastomosis were better than those from splenectomy 
or direct portocaval anastomosis in regard to the lower- 
ing of portal pressure and prevention of further hemor- 
thage. No deaths occurred in those patients in whom 
a direct portocaval anastomosis was performed, where- 
as 3.7% of those in whom a splenorenal anastomosis 
was done and about 7.4% of those in whom a splenec- 


}tomy was performed died. Ligature of the hepatic 
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and/or splenic arteries is not indicated for the treat- 
ment of portal hypertension, although the ligature of 
the splenic artery might eventually be indicated as a 
palliative measure in patients with chronic ascites in 
whom a shunt operation cannot be undertaken. Sple- 
nectomy should be performed only in those in whom 
the portal hypertension is limited to the region of the 
splenic vein. The surgical treatment of portal hyper- 
tension is still in the experimental stage. No one opera- 
tion can safely be chosen as the best suited for all 
patients. 


Cancer of the Colon.—At the same meeting, Dr. Daher 
Cutait, of the University of Sao Paulo, reported on a 
series of 230 patients with cancer of the colon. He 
found a predominance of the disease in white men over 
50 years of age but noted a relatively high incidence 
(9.6%) in patients under 30. The sigmoid, rectum, and 
anus were the sites of tumors in 78.1% of the patients. 
Attention was called to the excessive delay in diagnosis 
seen in this series, the average time being 12.5 months 
after the onset. This was due in part to ignorance, neg- 
ligence, or modesty but also sometimes to an imperfect 
medical examination. Sigmoidoscopy and a barium 
enema should be used in every suspected case. Intesti- 
nal obstruction was found in 37.4% of the patients. Dr. 
Cutait performed resections on 168 patients (73%). 
Of those, 42 were only palliative in nature. The type 
of operation varied according to the colonic segment 
involved. Of the resections, abdominoperineal amputa- 
tion and hemicolectomy on the left were most fre- 
quently used, coinciding with the prevalence of tumors 
in the descending colon and rectum. A five-year rate of 
40% was found for the patients who were operated on. 


CANADA 


Nursing in Canada.—The April, 1957, issue of Cana- 
dian Hospital contains several articles on nursing. One 
describes the evaluation of schools of nursing. Up to 
now, each of the 10 provinces has set up its own mini- 
mum standards to be met by any school of nursing 
wishing to be approved. Thus, 10 different sets of 
minimum requirements are in effect, and any attempt 
to change the standards must await legislative approval 
and may therefore lag far behind actual needs. Two 
years ago the Canadian Nurses’ Association decided to 
take action similar to that taken by the National 
League for Nursing in the United States, As a first 
step in arranging a national accreditation scheme, the 
association is undertaking a research project on accred- 
itation. It is asking for volunteers among hospitals 
of all kinds and will select from the volunteers 20 
nursing schools for evaluation during the next two 
years, This pilot study will not insure accreditation of 
participating hospitals but will be used to determine 
whether schools of nursing are ready for a program 
of accreditation, whether it would be feasible to start 
such a program, how such accreditation is to be im- 
plemented, what personnel and other resources will be 
needed for the program, and what the program would 
cost. In addition, the project will help to acquaint the 
people with the needs of nursing. If a program of ac- 
creditation of schools of nursing should be recommend- 
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ed, a national standard will be established. Schools 
will then apply voluntarily for : » evaluation and, if ac- 
credited, will be placed on a published list. The 
association will try to keep the criteria for accredita- 
tion sufficiently flexible to preserve the individuality 
of any school. 

In another article, Miss Colquhoun evaluates the 
somewhat unusual program of the Metropolitan Gen- 
eral Hospital, Windsor, Ontario. The school of nurs- 
ing at this hospital has been following this program 
for nearly three years. The program has two separate 
parts—two years of nursing education and one year of 
nursing service. The school is organized as a hospital 
department completely separate from nursing service. 
The curriculum provides graded experience. In the 
first term, care of the convalescent and subacutely ill 
patient is studied. In the second term, the student 
learns comprehensive care of the medical or surgical 
patient, beginning with complete care of one patient, 
then progressing to care of four patients. In the second 
year, maternal and child care is the main course of 
study, but additional medical and surgical experience 
is provided together with some work in the psychi- 
atric ward and in tuberculosis nursing. By the end of 
the second year, the student has completed the study 
and experience that ordinarily takes three years in a 
traditional hospital nursing school. The third year may 
be regarded as a sort of internship in which the stu- 
dent functions as a staff nurse and gives service to the 
hospital to help pay the cost of her education during 
the two preceding years. So far as can be judged, 
results are justifying this revamping of the nursing 
education program. 


College of General Practice.—The College of General 
Practice of Canada, which has been in existence nearly 
three years, held its first scientific convention in Mont- 
real in March. The most unusual feature of the con- 
vention was the free health examination which the 
college had arranged for attending physicians. Nearly 
300 physicians attending the convention availed them- 
selves of the clinic facilities where a history was taken, 
a complete physical examination made, and certain 
standard aids to diagnosis were applied, including a 
roentgenogram of the chest, electrocardiogram, and 
examinations of blood and urine. 

The dinner speaker was Paul Martin, Minister of 
National Health and Welfare, who discussed the forth- 
coming federal health insurance scheme. We say 
“forthcoming” because when the address was given, 
five provinces had already signified their willingness 
to participate in the federal-provincial hospital insur- 
ance plan, and a sixth, Prince Edward Island, has since 
agreed to join. Only six provinces were required to 
begin the scheme. Mr. Martin emphasized that the 
proposed plan would not interfere with the operation 
or the ownership of Canadian hospitals. The institu- 
tion of hospital insurance will create many complex 
administrative, accounting, and operational problems 
for both federal and provincial governments and for 
the hospitals. The idea of state ownership or control 
of hospitals is repugnant to most of the people of 
Canada. The hospital insurance plan should go far 
toward solving the problem of operating deficits in 
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hospitals without encouraging extravagance. The new 
plan should help the general practitioner serve his 
patients better by making it possible for him to take 
advantage of diagnostic services that he has hesitated 
to recommend to his patients on grounds of expense. 


DENMARK 


Epilepsy and Driving.—Thanks to the cooperation of 
the police with the health authorities, much is known 
about the 681 epileptics who early in 1956 were in 
possession of licenses to drive motor cars. In 44 of 
these cases, the application for a driver’s license had 
made no reference to the applicant's liability to epilep- 
tic attacks, the medical certificate accompanying the 
application having been signed by a physician who 
had been consulted because he was not the applicant's 
regular medical adviser. These 44 cases suggested that 
such medical certificates should always be signed by 
a physician familiar with the applicant's history. In 
the three year period 1953 to 1955, the police had 
occasion to consult the public health authorities in 
connection with 162 accidents. Epilepsy had played 
a part in 36 of them, and in 29 other cases the driver 
had felt faint or unwell, possibly because of epilepsy. 
In 17 cases the driver was suffering from insulinism and 
in 16 cases from senility. On the basis of the 36 definite 
cases of epilepsy, it may be calculated that about 5% 
of the epileptic drivers may be expected to cause a 
motor accident because of their disorder. The ages of 
the 681 epileptic drivers ranged from 18 to 73 years, 
and 69 of them were women. The mean duration of 
their epilepsy was between six and seven years, and 
in at least 11% the epilepsy was the outcome of an in- 
jury to the head. In Nordisk medicin for March 21, 
Norgaard and Dalsgaard-Nielsen tell how the health 
authorities have grappled with the problem of the 
epileptic driver. In 1937 an epileptic could hope to ob- 
tain a driver's license only if he had been free from 
attacks for five years without the use of drugs. A little 
later, this free period was reduced to three years and, 
still later, to two years, with or without the use of drugs. 
An analysis of 100 applications by epileptics for a 
driver's license showed that at least 13% of the appli- 
cants had tried to hide their epilepsy. As epilepsy 
may be an asset to the young man liable to but not 
keen for military service, army records have been 
found to be a useful supplement to the information 
provided by the same young man when anxious to 
obtain a driver's license. 


Cervical Gland Biopsy.—In the last three years cervical 
gland biopsy has been a routine measure in a surgical 
hospital in Aarhus, forming with such other measures 
as bronchoscopy and bronchography an almost in- 
dispensable procedure in certain cases of bronchogenic 
carcinoma. Flygenring and co-workers ( Ugeskrift for 
leger, March 28, 1957) reviewed a series of 100 such 
operations. The operations were classified according 
to whether they were diagnostic (63) or prognostic 
(37). The few mishaps following this operation in- 
cluded traumatic pneumothorax in two patients and 
injury to the thoracic duct in one. Of the 63 patients 
undergoing a diagnostic biopsy, 10 were found to be 
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suffering from Boeck’s sarcoid. In five it had not 
hitherto been possible to make the diagnosis, and the 
biopsy specimen in these cases not only revealed the 
cancer but also proved it to be inoperable. In all but 
one patient cervical glands could be found for micro- 
scopic examination even when they were not palpable 
in the neck. The one exception was a patient who at 
autopsy was found to be suffering from generalized 
Boeck’s sarcoid. In 18 of the 63 diagnostic biopsies, 
this procedure yielded positive findings. Even when 
the findings were negative, it may be said in favor of 
a cervical biopsy that it offers an attractive alternative 
to the more radical exploratory thoracotomy. In some 
cases, positive biopsy findings saved patients from a 
useless thoracotomy for their lung cancer. 


INDIA 


Serum Amylase Values in Liver Dysfunction.—S. 
Sachdev and co-workers (Journal of the Indian Medi- 
cal Association, April 1, 1957) report on their attempt 
to correlate the findings in liver function tests with the 
serum amylase values in 76 patients with signs of liver 
damage. Low serum amylase values were obtained in 
most of the patients, and this was more evident in chil- 
dren. These values were not related to the degree of 
liver enlargement, although all patients with advanced 
cirrhosis gave uniformly low results. Of the liver func- 
tion tests used, the cephalin-cholesterol flocculation 
test was positive in most patients with low serum amy- 
lase values, while the thymol turbidity and thymol floc- 
culation tests were positive in a smaller percentage. 
The plasma protein level was estimated in a few pa- 
tients, and low plasma protein values were obtained 
in all patients with a low serum amylase level. It has 
been suggested that the cephalin-cholesterol floccula- 
tion test indicates pancreatic dysfunction at an early 
stage. 


Vitamin B,. Absorption.—C, H. Dixit and co-workers 
(Ind. J. M. Se. 11:3, 1957) studied the effect of admin- 
istration of vitamin B,. on the serum vitamin B,» levels 
in normal persons as a preliminary to similar studies in 
patients suffering from megaloblastic anemia and re- 
lated diseases. Twenty-three normal persons were se- 
lected for study. One of these served as a control, and 
the rest received a test dose of the vitamin, either 
orally or intramuscularly. The daily variations in the 
control subject were observed for over a month and 
were found to vary from 196 to 388 meg. per milliliter 
(average 295.6). The absorption of the vitamin was 
nore rapid after parenteral than after oral administra- 
tion, the maximum value being obtained one hour after 
intramuscular injection of 35 meg., while the maximum 
value after oral administration of 100 mcg. of the vita- 
tian was obtained after six hours. The concentration 
of the vitamin was much greater after the intramuscu- 
lar injection, The levels of the serum vitamin did not 
reach basal levels in 48 hours after oral dose of the 
vitamin, 72 hours after a single intramuscular injection, 
and 7 days after intramuscular injection repeated on 
two consecutive days. The mean rise in 48 hours after 
intramuscular injection repeated on three consecutive 
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days was more than that after the same dose repeated 
on two consecutive days. A larger dose of 100 meg. re- 
peated on two consecutive days increased the levels 
more than the doses of 35 meg. repeated on two con- 
secutive days. 


Appendectomy in the Treatment of Amebiasis.—S. L. 
Malhotra (Indian Journal of Surgery, February, 1957 ) 
has previously stressed the importance of reinfection in 
resistant cases of amebiasis. In this paper he shows 
that chronic amebic ulcers in the appendix may cause 
reinfection. He studied the effect of appendectomy on 
15 patients with resistant amebiasis who had had sev- 
eral courses of amebicides and had reached the stage 
where they could not remain symptom-free without 
these drugs. All the patients had had symptoms of 
amebiasis for 5 to 10 years. The histopathological find- 
ings of the excised appendixes were remarkably similar 
and showed focal Entamoeba histolytica infection. 
There was marked fibrosis with focal abscesses in the 
wall. In six cases there was complete lack of mucosa. E. 
histolytica could be demonstrated in six specimens. In 
two, the organism was demonstrated in the material 
squeezed out of the lumen of the unfixed appendix. 
The lumen was markedly narrowed due to fibrosis. The 
characteristic feature in all cases was the necrosis, with 
a mild mononuclear infiltration. The patients were fol- 
lowed up, and all but two remained symptom-free. The 
two who were reinfected had quicker relief with 
amebicides than they had had with the drugs before 
the operation. Reinfection from the diseased appendix 
seems to be an important factor in such resistant cases. 
As the amebicides cannot reach the ulcers in the ap- 
pendix because of the narrowing of the lumen, appen- 
dectomy seems to be the rational method of eradicating 
this focus. 


Maternal and Child Welfare.—There has been a sharp 
decline in infant and maternal mortality since 1948 
(Indian Journal of Child Health, March, 1957). In 
1939. there were about 20 maternal deaths per 1,000 
live births, but by 1954 this figure had dropped to 10 
in rural areas and 2 in cities. The infant mortality has 
also declined. In 1910, it was 212 per 1,000 live births, 
but by 1954 it had come down to 116 and in areas with 
better facilities for child welfare to 96, The number of 
maternal and child health centers in the country is 
above 3,000 at present, and efforts are being made to 
improve rural midwifery services and provide trained 
personnel to man the rapidly increasing number of 
such centers, During the first Five-Year Plan the aim 


was to train 600 health visitors and 2.400 midwives, It’ 


is proposed to train another 1,700 health visitors under 
the second Five-Year Plan. As part of this program, 
201 maternal and child welfare units, each serving a 
population of about 65,000, were established in asso- 
ciation with existing dispensaries. The staff at each 
unit consisted of one health visitor and four midwives 
for the main center and the three subcenters distrib- 
uted over the area. Community project development 
programs also include health services for mothers and 
children. Twelve states have undertaken comprehen- 
sive maternal and child health programs with equip- 
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ment provided by the United Nations International 
Children’s Emergency Fund and technical personnel 
provided by the World Health Organization. 


Macrocytic Anemia.—M. S. Narayanan and co-workers 
(Indian Journal of Medical Sciences, March, 1957) 
state that, although certain similarities exist between 
the actions of folic acid and vitamin By», the exact 
manner in which these two chemically dissimilar vita- 
mins affect each other is not known. The authors have 
tried to show that an apparent elevation of serum 
vitamin B,» levels is produced by the injection of folic 
acid in patients with nutritional macrocytic anemia 
and that a similar rise in serum folic acid levels is 
seen after the parenteral administration of vitamin By». 
Twenty-six men with uncomplicated nutritional macro- 
cytic anemia were hospitalized for this study. Their 
ages varied from 20 to 62 years, and they belonged 
to the poorest class of the community. For three 
months to two years their diet had been restricted 
both in quality because of poverty and in quantity 
because of severe anorexia. The peripheral blood 
showed macrocytosis in all these patients, and the bone 
marrow showed either a frank predominance of mega- 
loblasts or early normoblasts. Throughout the period 
of study, the patients were given a poor diet with no 
meat, milk, eggs, leafy vegetables, or greens. Four 
patients were used as controls and received no medi- 
cal treatment. The intramuscular injection of two 100- 
meg. doses of vitamin B,. on consecutive days pro- 
duced a significant rise in the serum folic acid levels, 
the peak levels usually being reached after three to 
seven days. After 6 to 10 days, each patient was given 
intramuscular injections of 25 mg. of folic acid twice 
daily, as a result of which the falling or stationary 
serum vitamin B,. level showed a gradual rise, the 
highest value being attained the sixth day after folic 
acid administration, The free vitamin By. level re- 
mained low. It was suggested that a reciprocal rela- 
tionship exists between vitamin B,2 and folic acid 
whereby large doses of one tend to mobilize the other 
from body stores. 


Effect of Hemolytic Anemia on the Estrus Cycle of 
Rats.—Sirsi and Indira (Journal of the Indian Medical 
Profession, April, 1957) said that the occurrence of 
amenorrhea in anemia may be due to a general hypo- 
function of the gonads or to disturbance in the activity 
of the ovaries, pituitary, or thyroid, or all three. For 
proper therapy of this condition, an understanding of 
its cause is needed. The physiological basis of the es- 
trus cycle of rats resembles that of the human men- 
strual cycle, although there is no external bleeding 
with the failure of fertilization. The degree of cornifi- 
cation of the vaginal epithelium is an index of the es- 
trogen production, a continuous anestrus state indi- 
cating deficiency of follicular hormone. Since anemia 
in general produces anestrus, experiments were carried 
out in rats in order to study its effect on this func- 
tional disorder, the anemia being produced experi- 
mentally by phenylhydrazine injected intraperitoneal- 
ly. Acute hemolytic anemia was thus produced. A 
state of anestrus was induced which persisted till 


J.A.M.A., June 29, 1957 


hemoglobin regeneration reached almost the original 
level. There was no variation in the cellular reaction 
of the vaginal epithelium to estrogen during the ane- 
mic state. The anestrus was found to be due to dimin- 
ished follicular production partly as a result of direct 
effect on the ovary as shown by the delayed response 
of the follicular cells to serum gonadotropin. The pri- 
mary factor, however, is the hypofunction of the pitui- 
tary with diminished gonadotropin as evidenced by 
weight loss, histopathological studies of the ovary, 
and. the reactions to serum gonadotropin. 


Development of Pharmaceuticals.—Inaugurating the 
meeting of the reconstituted Development Council for 
Pharmaceuticals and Drugs in New Delhi in April, the 
Union Minister for Commerce and Industry empha- 
sized the need for reducing the cost of medical treat- 
ment to the common man and for maintaining a proper 
quality in regard to drugs manufactured. One way to 
bring this about is by drawing up a national formv- 
lary, and steps in this direction have been taken. Once 
this formulary is ready, the council should insure the 
cooperation of the industry in making the preparations 
available at reasonable prices. The advertising will be 
done by the National Formulary itself. To reduce the 
dependency of the industry on the import of raw mate- 
rials, the government will set up an organic interme- 
diate products plant for the integrated manufacture 
of such products required by the pharmaceutical in- 
dustry. Another important measure for making the 
industry less dependent on imports would be to use 
the vast resources of drugs from indigenous vegetable 
sources that have remained virtually untapped so far. 
In addition to the steps the government is taking for 
controlling the quality of drugs, it will assist the 
industry in setting up testing laboratories. This should 
go a long way toward eliminating the production of 
substandard goods. 


Renal Efficiency in Diabetes Mellitus.—R. C. Sharma 
and co-workers (J. Indian M. A. 28:8, 1957) stated 
that, although the advent of insulin has increased the 
life span of diabetics, the incidence of chronic compli- 
cations, especially those due to arteriosclerosis, has in- 
creased. In addition to the specific lesions of diabetic 
glomerulosclerosis, chronic pyelonephritis and nephro- 
sclerosis are more common in diabetics than in normal 
persons, The authors studied 40 consecutive diabetics 
and 20 normal persons in order to ascertain renal func- 
tion in diabetics through various renal function tests. 
The investigations included a glucose tolerance test, 
urea clearance test, blood urea estimation, urine con- 
centration test, urinalysis, liver function tests, complete 
hemogram, and ophthalmoscopic examination. The pa- 
tients were between 40 and 60 years of age. The 
duration of diabetes was less than five years in 28 and 
more than five years in the rest. At the time of the 
study, 95% of the patients were either not taking insu- 
lin or taking it irregularly. The results showed that 
renal function was normal in diabetics under 50 years 
of age and in those with diabetes of short duration. 
Gradual renal failure was observed in patients with 
mild to moderate diabetes of long duration and in 
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those who were over 50. The impairment of renal func- 
tion correlated well with the duration of diabetes. Al- 
buminuria with or without hypertension was observed 
frequently in patients over 50 who had had the dis- 
ease a long time. 


Typhoid Fever.—Taneja and Sood (Indian Journal of 
Child Health, March, 1957) observed that there has 
been a decline in mortality due to typhoid fever since 
the introduction of chloramphenicol. Occasionally, 
however, the drug does not produce a favorable re- 
sponse. Some patients die in spite of this treatment and 
others continue to be febrile. The authors studied 60 
patients, most of whom were between the ages of 6 
and 9 years. The clinical findings showed certain var- 
iations. The onset of symptoms and fever was fairly 
rapid. No classical fever curve was seen. Repeated 
chills of the doubly remittent type and an apyrexial 
gap after a brief primary fever were some of the varia- 
tions noted. Total and differential leukocyte counts 
gave the most variable figures, and no reliance should 
be placed on these findings as an aid to diagnosis or 
guide to treatment. A wide variation was also noted 
in the agglutination titers and their course during and 
after the different schedules of treatment. The corti- 
costeroids and corticotropin, when given in combina- 
tion with chloramphenicol, were given for three days 
only. They seemed to be definitely beneficial in the 
management of the toxic febrile phase, especially in 
critically ill children, but they do not permit a reduc- 
tion of the dosage of chloramphenicol. The response 
was less favorable with corticotropin than with the 
corticosteroids, A secondary febrile phase was com- 
monly noted in the hormone-treated group. 


Effect of Rauwolfia Alkaloids on Biliary Secretion.— 
Ramprasad and Sirsi (J. Indian M. A. 28:7, 1957) state 
that, although bile is secreted continuously in the 
absence of any nerve connections, as shown in per- 
fusion experiments, the quality and quantity of bile 
secretion is influenced by vascular changes in the liver 
and excitation of its nerve supply. Rauwolfia, either 
in the form of crude extract or crystalline alkaloid, 
has parasympathomimetic action. It possesses both 
central and peripheral inhibitory effects. The authors 
studied the action of crude total alkaloids of R. ser- 
pentina and reserpine on the biliary secretion in dogs. 
The crude total alkaloids given intravenously in a dose 
of 5 mg. per kilogram of body weight reduced the 
bile output in anesthetized dogs. There seemed to be 
an intimate relationship between the rate of flow and 
the fall of blood pressure. Reserpine in l-mg. and 
2-mg. doses given intravenously caused a transient 
reduction in bile flow with no effect on blood pressure. 
The exact mode of action is not clear. The direct 
action on hepatic cells may play a major role in the 
effects observed. Whether the mode of action is central 
(by inhibition of the afferent impulses that activate 
the autonomic center in the hypothalamus), periph- 
eral, vascular, or cellular (acting on the hepatic 
cells), these experiments indicate that crude total 
alkaloids in the dose given and reserpine probably 
in larger doses cause functional derangement of the 
liver cells. 
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Trichloroethylene and Cardiac Arrest.—Trichloroethy]- 
ene, being considered suitable for almost all types of 
operation, is widely used as an anesthetic and anal- 
gesic agent. It has replaced chloroform, which it re- 
sembles, because it is considered to be safe and free 
from unfavorable effects on the heart. Norris and 
Stuart, however, have urged the reassessment of the 
place of chloroform in modern anesthetic practice 
( Brit. M. J. 1:860, 1957). While they admit that tri- 
chloroethylene is an excellent noninflammable anal- 
gesic that can be used without restricting the oxygen 
supply, they consider it to be a dangerous drug, as it 
may cause cardiac arrest. They report on a series of 
four patients in whom trichloroethylene was incrimi- 
nated as the cause of this complication, and they cite 
33 cases from the literature. They believe that there 
is a clear case against the use of trichloroethylene 
because of the danger of cardiac arrest. In the absence 
of strong indications for its use, they believe that 
other and safer agents should be used. When it is 
used, the possibility of cardiac arrest should be borne 
in mind and the risk balanced against the advantages 
to be gained. 


Cortisone or Aspirin for Rheumatoid Arthritis?—A 
committee of the Medical Research Council and the 
Nuffield Foundation has published its third report on 
the comparative value of cortisone and aspirin in the 
treatment of rheumatoid arthritis (Brit. M. J. 1:847, 
1957). The 61 patients included in the trial were fol- 
lowed up for three to four years. At the start of treat- 
ment, patients were hospitalized for a month and 
given either cortisone or aspirin; they subsequently 
received outpatient treatment. In the first year of 
therapy, the substance was given in 12-week courses, 
but in the second year, treatment was continuous, the 
dosage of the drug being assessed by the attending 
physician, who used the minimum amount to produce 
maximal functional efficiency and relief of symptoms. 
In the third and fourth years, treatment and dosage 
of drug were also left to the discretion of the phy- 
sician. Progress was assessed by observing the range 
of movement in certain specified joints, functional 
capacity, disease activity, remission rate, radiologic 
changes, sedimentation rate, and differential sheep- 
cell agglutination (Rose’s test). The conclusion drawn 
from this trial is that the use of cortisone has not 
materially affected the prognosis of patients develop- 
ing rheumatoid arthritis for the first time. In early 
cases there appeared to be little difference between 
the therapeutic effect of aspirin and cortisone. In the 
long-term management of the disease, in the first four 
years medication with aspirin is likely to prove satis- 
factory more often than medication with cortisone. 
There are, however, some patients who state that they 
derive more benefit from cortisone than from aspirin. 


The Nuffield College of Surgical Sciences.—The Nuf- 
field College of Surgical Sciences of the Royal College 
of Surgeons was opened on April 5. It is the gift of 
Viscount Nuffield and the King Edward's Hospital 
Fund for London. It consists of a residential college 
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with space for 80 postgraduate teachers, students, and 
research workers from Commonwealth countries and 
other parts of the world who wish to study at the 
Royal College of Surgeons. Students will be able to 
mix freely with members of the academic staff of the 
college and with surgeons from all parts of the globe. 


Benign Myalgic Encephalomyelitis.—Galpine and 
Brady (Lancet 1:757, 1957) describe seven cases of 
acute paretic illness, for which the term “benign 
myalgic encephalomyelitis” has been suggested, that 
arose sporadically in the Coventry area. Early symp- 
toms included mild sore throat, lassitude, drowsiness, 
vomiting, nuchal pain, backache, giddiness, and head- 
ache. Slight or moderate stiffness was invariably pres- 
ent in the neck or in the back, with or without 
Kernig’s sign. Paresis, which was found in all cases, 
tended to be diffuse, to shift, and to range in severity 
from frank immobility to slight reduction in power 
detectable only on careful testing against resistance. 
Patients complained of slight cramps, jerking of the 
limb when at rest, fasciculation, diffuse aches, muscle 
tenderness, and slow intention tremors. A low inter- 
mittent fever occurred in most patients. Hospitaliza- 
tion was necessary for periods of 11 days to five weeks. 
The spinal fluid was normal, except for a slight in- 
crease in protein, in three patients. The findings of 
benign myalgic encephalomyelitis resembled those of 
paralytic poliomyelitis, but serologic tests for the 
latter were negative. Electromyography, in all cases, 
gave an abnormal pattern. 


Postoperative Tetanus._Two patients died of tetanus 
after operations. Investigation revealed tetanus spores 
in samples of dust, debris, and wall plaster from the 
floor of the main operating room, in various adjacent 
rooms, on a light bulb, and on the surgeon’s gloves. 
No organisms were found on the suture material. It 
was concluded that sterilization in the operating room 
must have been inefficient, particularly that of the 
surgeon's gloves. It is admittedly difficult to destroy 
tetanus spores. It was not clear where the organisms 
came from originally. They could conceivably have 
come from infected animal hair used in binding the 
ceiling plaster. Five cases of tetanus occurred in the 
hospital during a week in which there were 131 op- 
erations. Three patients recovered. The regional hos- 
pital board has approved plans for a new air-condi- 
tioned operating room. 


British Tuberculosis Conference.—At a British Tuber- 
culosis Association conference in Oxford, Sir Russell 
Brain warned chest physicians that the presenting 
symptoms of carcinoma of the lung may be cerebral 
and neurological from metastases in the brain and 
may manifest their presence long before that of the 
primary growth. It is possible for neurological lesions 
to antedate the diagnosis of carcinoma of the lung by 
three to five years. Patients over the age of 45, com- 
plaining for the first time of severe headache, sensory 
disturbances of one side, hemiparesis, drowsiness, epi- 
leptic manifestations, dysarthria, ataxia, and pyra- 
midal lesions, should be investigated for carcinoma of 
the lung. Discussing the diagnosis of atypical cases of 
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tuberculous meningitis, Prof. Alan Moncrieff said that 
he often uses the streptomycin penetration test. If 
meningitis is present the inflamed meninges are per- 
meable to streptomycin given parenterally, and strep- 
tomycin is found in the spinal fluid. Normally, 
streptomycin does not pass the blood-brain barrier. 
Another laboratory aid to diagnosis is the bromide 
test. In patients with purulent and viral meningitides, 
a dose of bromide taken by mouth is ultimately dis- 
tributed between the blood and spinal fluid in the 
normal ratio of 1:2 to 1:2.4, but in patients with 
tuberculous meningitis, bromide is equally distributed 
between the two fluids. 

Dr. F. Harold Kemp said that in diagnostic radi- 
ology, the amount of irradiation should be kept to an 
absolute minimum by screening x-ray tubes, using 
lead-lined cones with the smallest aperture possible 
(thereby narrowing the beam), and by shielding with 
lead those parts of the patient’s body that are not be- 
ing radiographed. Dr. David Hewitt said that there is 
no evidence that direct diagnostic or therapeutic 
irradiation is causing a rise in the incidence of leu- 
kemia and malignant disease in children but that the 
incidence of these conditions is greater in children 
whose mothers have received irradiation of the abdo- 
men and pelvis for diagnostic purposes during preg- 
nancy. Dr. F. Ridehalgh and Dr. F. Swithinbank 
described their revival of the use of tuberculin in the 
treatment of pulmonary tuberculosis. They use this 
as an adjunct to chemotherapy and find that it just 
tips the scales in cases that are not progressing favor- 
ably. The beneficial effects of tuberculin are attributed 
to the hyperemia resulting from the focal reaction 
around the lesions. This permits increased penetration 
of chemotherapeutic agents into relatively avascular 
tuberculous lesions. 


Price Regulation of Drugs.—After more than two and 
one-half years of negotiation between the Ministry of 
Health and representatives of the pharmaceutical in- 
dustry, a scheme of price regulation for 4,000 proprie- 
tary drugs used in the National Health Service is to 
be introduced for a trial period of three years. The 
4,000 preparations include those which the joint com- 
mittee on prescribing recommended should be avail- 
able to National Health Service patients, provided a 
satisfactory price could be agreed on with the manu- 
facturers. These drugs account for 90% of the cost of 
all proprietary drugs prescribed under the health 
service, or about $65,800,000 of a total of $76,400,000. 
The object of the control is to reduce, not prices, but 
excessive charges. Many price reductions are antici- 
pated, and this should show a reduction of $2,100,000 
a year in the nation’s drug bill. The prices were fixed 
by reference to export prices, to the prices for phar- 
macopeial preparations of equivalent therapeutic 
effect, and to a special formula arrived at from cost 
of ingredients based on recognized trade prices and a 
packaging allowance. The prices will be maximal. 
When a manufacturer prefers it, a price may be ne- 
gotiated with the Ministry of Health. Any one of the 
prices may be reviewed during the three-year trial 
period. Because the Ministry of Health wishes to en- 
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courage pharmaceutical research and development, 
no new product be effected by the scheme for three 
years. This will enable the pharmaceutical industry to 
recover a reasonable share of its research and develop- 
ment costs. 


Mass Radiography Survey.—In a miniature mass- 
radiography survey, started in 1953, in Salford, near 
Manchester, a special canvass was made of a random 
sample of the population in which persons were asked 
to avail themselves of this service (Hughes, H. F.: The 
Salford Health Survey, Public Health Department, 
Salford). The response was 29.5% when a professional 
organization of canvassers was employed but was 
42.7% when health visitors did the canvassing. The 
latter elicited a family history of tuberculosis more 
often than did the professional canvassers. Unfortu- 
nately, health visitors, whose duties include the super- 
vision of the tuberculous, could not be spared for 
extensive canvassing. Most of those persons in the 
random sample preferred to attend an evening session, 
and most thought that leaflets that were sent to every 
house were the best form of publicity. The local health 
officer, however, was more impressed by the method 
of personal interview by members of his staff. The 
largest number of attendances was reached early in 
the campaign; after about six weeks, interest waned. 
Professional canvassers were then employed to re- 
stimulate interest but without great success. On the 
whole, the response was not considered satisfactory, 
but this may have been due to the fact that similar 
surveys in the city had been held previously. The 
highest tuberculosis rate was found in those persons 
specifically referred by general practitioners because 
some lung condition was suspected. Several lung 
tumors were also discovered. The highest prevalence 
of tuberculosis was not in the 18-to-30-year age 
group, as was expected, but in men in the age group 
from 45 to 59, in which the response to the survey was 
poor. It is estimated that in the Salford area there are 
150 to 160 undetected cases of tuberculosis, more than 
half of them active. As a result of the survey, a peak 
of new cases of tuberculosis was recorded in 1953, but 
the number since has fallen off with a slackening of 
active propaganda. Last year 21% of the deaths were 
in persons not previously reported as suffering from 
tuberculosis. The number on the clinic registers is 
rising by 2 or 3% annually. 


Perinatal Pheumonia.—At a meeting of the Manchester 
Medical Society, Dr. F. A. Langley stated that he 
found pneumonia post mortem in 10% of stillborn 
fetuses, in 25% of the infants who died on the first 
day of life, and in 33% of those who died on the third 
day. After this, mortality from pneumonia declined. 
The infants who died within three days were larger 
than those in a control group who died without evi- 
dence of pneumonia, and birth injury or a history of 
severe dystocia were commoner among the former. 
There was a high incidence of pneumonia in infants 
whose amniotic membranes had been ruptured more 
than 48 hours; the duration of labor per se appeared 
to have no effect. In the case of stillborn fetuses, those 
with pneumonia showed inflammatory changes in the 
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placenta. A clinical trial was carried out to examine 
the effect of streptomycin and oxytetracycline given 
to women in labor with pyrexia or offensive amniotic 
fluid or when the fetal heart rate was over 160 per 
minute. There were no cases of pneumonia in the 
fetuses or babies of the treated group or in five in the 
control group. In all the cases of pneumonia. maternal 
infection had been present for two days or longer. A 
close correlation was also observed between the time 
the membranes had been ruptured and the incidence 
of pneumonia. Bacteriological examination of the 
lungs of 330 infants who died in the perinatal period 
was reported by Dr. R. F. Jennison. Bacteria were 
isolated in 128 cases, the commonest being Escherichia 
coli (15%), Streptococcus faecalis (9%), and nonhemo- 
lytic streptococci (6%). There were 39 cases of pneu- 
monia, and in 21 the lungs gave positive cultures. A 
comparison of organisms isolated from the infants’ 
lungs with those from the mothers’ vaginas showed 
a similar distribution of pathogens. These increased 
with the length of time the membrane had been rup- 
tured and with the duration of the mother’s pyrexia. 
As no case of pneumonia occurred in babies of mothers 
without pyrexia or of those with pyrexia treated with 
antibiotics, it was concluded that most cases of perina- 
tal pneumonia are caused by bacteria from the vagina. 


Dangers of Cortical Hormones.—Prednisone is con- 
sidered superior to cortisone because of its greater 
potency and lower sodium-retaining effect. The de- 
velopment of symptomless duodenal ulcers after its 
use has been recorded. Kellock and Sclare reported a 
case of fatal duodenal perforation in a patient who 
received prednisone (Brit. M. J. 1:930, 1957). After 
receiving the drug for two months for the treatment 
of purpura, he complained of vague abdominal pain, 
constipation, and dyspnea. Death occurred shortly 
after hospitalization, and autopsy revealed that it was 
due to generalized peritonitis resulting from perfora- 
tion of a duodenal ulcer. From histological examina- 
tion, the probable duration of this was two to four 
weeks. It was definitely attributed to the prednisone. 
Baar and Wolff also reported pancreatic necrosis 
in children treated with cortisone and prednisone 
(Lancet 1:812, 1957). One child, a girl of 11, was 
treated with cortisone because of severe asthmatic 
attacks, and another, a boy with dermatomyositis, was 
given cortisone and, later, prednisone. Both these 
children died, one in status asthmaticus and the other 
from cachexia and inhaled vomitus. At autopsy, acute 
hemorrhagic necrosis of the pancreas was present in 
the bodies of both children. As this is exceedingly rare 
in children, and as pancreatic necrosis has been re- 
ported in rabbits treated with cortisone, Baar and 
Wolff believe that the condition in the two children 
was a direct consequence of the effect of cortisone. 


The National Health Service Crisis.—The Prime Min- 
ister has announced increased rates of remuneration 
for physicians in the National Health Service as an 
interim adjustment pending the findings of the royal 
commission appointed to investigate the whole subject. 
Junior hospital medical staff members are to receive a 
10% increase, and senior hospital medical] staff mem- 
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bers, general practitioners, and dentists are to receive 
a 5% increase. The amount asked for by the British 
Medical Association was 24%. Both these offers by the 
government have been severely criticized by the Brit- 
ish Medical Association on the grounds that they have 
been made without prior consultation with the profes- 
sion. So far as the 5% offer is concerned, the general 
medical services committee of the association is recom- 
mending that, since this decision has been made with- 
out discussion or negotiation and was not the result of 
arbitration, the government should be requested to 
place the money in a suspense account. 

The most important developments, however, involve 
a breach in the united front which hitherto the British 
Medical Association has been able to present in the 
current controversy. On the grounds that the appoint- 
ment of a royal commission was not a satisfactory 
method of dealing with the points in dispute and that 
in any case its terms of reference were unsatisfactory, 
the council of the British Medical Association decided 
not to cooperate with the commission and to boycott it 
by refusing to submit evidence to it. In this decision 
the council was supported by the central consultants 
and specialists committee and the public health com- 
mittee of the association, There has now been an ex- 
change of letters between the Prime Minister and the 
president of the Royal College of Physicians, clarifying 
the terms of reference of the royal commission. As a 
result of this correspondence, the Royal College of 
Physicians has decided to cooperate with the royal 
commission, This fission of the consultants is not alto- 
gether unexpected, as relationships between the Royal 
Colleges and the British Medical Association have 
not been very happy since the introduction of the Na- 
tional Health Service. Many general practitioners be- 
lieve that the present unsatisfactory state of the Nation- 
al Health Service is largely the result of the progovern- 
ment attitude of the presidents of the two senior 
Royal Colleges in 1948. What is of much more sig- 
nificance is the fact that the general medical services 
committee has dropped its chairman, Dr. Talbot 
Rogers. The reason for this dropping of the pilot in 
midstream is that Dr. Rogers believes that sufficient 
assurance has now been received from the royal com- 
mission to make it possible to put the whole case 
before them. This point of view is diametrically op- 
posed to that of the committee. 

Meanwhile, the royal commission is proceeding with 
its task and hopes to present its report by Easter, 1958. 
No one envies the commission its task, but there is a 
growing belief among physicians that to boycott it 
would be unwise. A royal commission may not be the 
appropriate body to decide a matter such as this, but, 
if the government is adamant in its decision, nothing 
but harm can come of refusing to provide the commis- 
sion with the information and help it requires to come 
to a fair decision. 


Sherrington Centenary.—This is the centenary year of 
the birth of Sir Charles Sherrington. To mark the oc- 
casion the Royal Society of Medicine is raising a fund 
toward a Sherrington Lecture for the furtherance of 
knowledge on the nervous system. It is believed that 
many will wish to contribute—both those who were his 
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friends, pupils, and colleagues, and those who as pa- 
tients, physicians, and scientists have benefited in. 
directly from his work. Donations should be made 
payable to the Secretary, the Royal Society of Medi. 
cine, 1 Wimpole Street, London, W. 1, and checks 
made out to “Sherrington Memorial.” In addition to 
being signed by the president of the Royal Society of 
Medicine, the letter launching the appeal is signed by 
many distinguished physicians and scientists, includ- 
ing the president of the Royal Society and Prof. John 
Fulton of Yale University. 


Physicians in the Armed Forces.—According to a re- 
port in the daily press of April 20, physicians and 
dentists in the armed forces may be merged into one 
organization as a means of saving manpower and 
money. The Army, Navy, and Air Force each have 
a large medical department, with huge branches in 
Whitehall, to look after the health of their men. Many 
physicians and dentists are employed only as admin- 
istrators. In the Royal Army Dental Corps there are 
11 colonels who spend their time authorizing the issue 
of dentures to soldiers and signing hundreds of other 
forms. Many service physicians would like to see the 
formation of an armed forces medical corps, with its 
own uniform and with officers available for assign- 
ment to any station of the three services. 


Chronic Pancreatitis.—At a meeting of the Royal So- 
ciety of Medicine, in March, Dr. T. C. Hunt of St. 
Mary’s Hospital said that for several reasons chronic 
relapsing pancreatitis, an uncommon disease, is diff- 
cult to diagnose. This disease probably embraces a 
number of syndromes with a broad spectrum of symp- 
toms and is often associated with gallbladder disease, 
peptic ulcer, and neurosis. There are no precise diag- 
nostic tests on which the clinician can rely. There is 
often a history of recurrent symptoms of long duration, 
of which pain is the most outstanding. The pain is usu- 
ally severe and continuous but may be spasmodic and 
difficult to distinguish from colic. In most patients it is 
situated in the center of the abdomen and radiates 
through to the back but never to the neck or arms, an 
important point in differentiation from myocardial in- 
farction. It is characteristic that sitting up often re- 
lieves the pain. Loss of weight and vomiting are com- 
mon, but vomiting does not relieve the pain as in cases 
of peptic ulcer. Attacks of pain lasting only a few days 
and failure to respond to alkalis are other useful diag- 
nostic points. 

It is not sufficiently realized that chronic pancreatitis 
may cause gastrointestinal bleeding, though it is diff- 
cult to explain why this should happen. Laparotomy is 
often the only means of establishing the diagnosis. 
The surgeon exploring the abdomen must be prepared 
to give a definite answer on whether or not chronic 
pancreatitis is present, and he should make every effort 
to demonstrate the cause. In chronic pancreatitis the 
pancreas is hard and rounded with adherent perito- 
neum and peripancreatitis. Reflux of bile into the pan- 
creatic duct is common. 


Rehabilitating the Aged—A South London weekly 
newspaper of April 12 described how classes in “basic 
movement,” started 15 months ago at an old people's 
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home, have given a new lease on life to many resi- 
dents. Several, confined for years to wheel chairs and 
crutches, have been able to put them aside. A typical 
case is that of a 65-year-old woman with arthritis who 
for eight years was confined to a wheel chair, After 
only a few months’ attendance at basic movement 
classes, she was leading the class and could walk, using 
two canes, and could put herself to bed. Another 
woman with an arthritic hip who for many years was 
forced to use crutches, after only four classes was able 
to discard them. She became able to go about with a 
cane and was even able to go shopping. The classes, 
held once a week at the home, are run by a non-profit- 
making company. Basic movement is based on the six 
athletic attitudes of the ancient Greeks and is defined 
as mental and physical education combining the creat- 
ive with the remedial values in movement. The move- 
ments, designed to exercise some groups of muscles 
while others are relaxed, are performed to music. 


Marriage.—The British Medical Association has issued 
a booklet called “Getting Married 1957” which gives 
advice not only on how to approach marriage and how 
to get married but also on how to stay married. Dr. 
G. K. Selbourne advocates the double bed as a safe- 
guard in marriage, stating that if you share a bed, then 
the affectionate cuddling that is the normal way of 
dissipating the worries and mutual irritations of an 
average day is and remains natural, spontaneous, and 
habitual. Another writer stresses the importance of 
tenderness in marriage, which men need to realize 
more than women. Regarding the facts of life, Dr. E. 
Harvey Flack states that knowing them is better than 
not knowing them. The time to learn many of these 
things is in childhood, well before adolescence. This 
knowledge alone, however, is not enough. It needs to 
be applied with loving tenderness and gentle under- 
standing. 


Emigration of Nurses.—A British daily newspaper on 
April 13 reported that American hospitals are offering 
British nurses $43 to $56 a week. British hospital 
authorities, already affected by a chronic shortage of 
nurses, are perturbed by the numbers who are taking 
up the offers, A staff nurse working in a health serv- 
ice hospital starts at $22 a week, rising to a maximum 
of $28. Several American hospitals are advertising in 
the British journals of nursing. The government is al- 
ready worried by the number of scientists and tech- 
nicians who have accepted tempting offers from Amer- 
ican concerns; it seems wrong that nurses should be 
trained at great expense only to emigrate shortly after 
qualification. 


Sex Education for Medical Students.—Dr. Bernard 
Sandler (Lancet, April 20, 1957), after investigating 
the courses in psychosexual adjustment offered in 
many medical schools, concluded that probably less 
than half the students had had adequate instruction 
before entering professional life. An inquiry among the 
students from five universities revealed that at only 
One was the training regarded as satisfactory by the 
graduates. It appeared that the clergy and teacher- 
training courses provided better instruction in this 
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subject than the medical schools. Dr. Sandler advises 
that the student be helped to solve his own personal 
problems. If he can understand himself, he is better 
able to understand others, whereas an emotionally 
maladjusted student will be a poor student and a 
worse physician. The adviser whose advice is academ- 
ic and who cannot perceive the unasked questions in 
the student's mind may be worse than no adviser at all. 
On the other hand, the adviser who gives the student 
a slap on the back and the hearty advice to “go out 
and get a woman” may also do serious emotional dam- 
age. Advisers with the right personal qualifications 
are scarce. Systematic lectures on the physiological 
and psychological background of normal coitus should 
be given to senior medical students. The relation of 
sex to the larger sphere of family life and human rela- 
tions should be explained and a sense of perspective of 
its relation to right living given. Lectures should also 
be given on topics such as sexual maladjustment, coital 
technique, impotence, and vaginismus. Each univer- 
sity library should contain a selection of books and 
pamphlets on these subjects. Lectures on the spiritual 
and psychological background to marriage, with spe- 
cial emphasis on normal relationships, should com- 
plete the course. 


Physician Stands Trial.—The trial of Dr. J. B. Adams 
of Eastbourne, on a charge of murdering a patient by 
administering drugs, was the longest murder trial in 
English history. The judge’s summing up, which lasted 
four hours, contained some important remarks on the 
position of a physician after it appears that health can 
no longer be restored to a patient. He emphasized the 
point that no one has the right deliberately to cut off 
life. Murder is an act or series of acts done with the 
intent to kill and resulting in death. It does not matter, 
for this purpose, whether or not death is inevitable. 
If life is cut short by weeks or months, it is just as 
much murder as if it is cut short by years. This does 
not, however, mean that a physician aiding the sick or 
dying must calculate in minutes or hours the effect 
of the medicine he gives on the patient's life. If the 
first purpose of medicine, the restoration of health, 
can no longer be achieved, there is much for the phy- 
sician to do, and he is entitled to do all that is neces- 
sary to relieve pain and suffering, even if the measures 
he takes may incidentally shorten life. The physician 
who decides to give or withhold a drug is not think- 
ing in terms of hours and minutes of life. He could 
not do his job properly if he were. If a physician pre- 
scribes a course of treatment, a variety of untoward 
side-effects may result. Since the patient may become 
comatose and pulmonary congestion may develop and 
lead to death, the physician must ask himself whether 
he is justified, in a medical way, in running that risk. 

The judge said there were three points for the jury 
to consider. Sufficient evidence must show that (1) 
the patient did not die of natural causes; (2) from the 
medical viewpoint the act of killing was, in fact, 
murder; and (3) the act was committed with the in- 
tent to murder. The judge added that he considered 
the case for the defense a strong one. The jury reached 
a verdict of “not guilty” in 44 minutes, on the 17th 
day of the trial. 
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CORRESPONDENCE 


KS RADIOACTIVE FALL-OUT OVER CITY 


To the Editor:—Lester Machta, chief of the special 

projects section, office of meteorological research, U. S. 

Weather Bureau (THE Journat, May 18, page 324), 

disagrees with some of our suggestions regarding a 

possible relationship of the mechanism of the fall-out 

of pollens and molds to the fall-out of radioactive parti- 

cles (Effect of a City on the Fall-out of Pollens and 

a Molds, THE JourNnaAL, March 9, page 803). Although 
. we do not question his ability as a meteorologist, we 
feel it our duty to call attention to some erroneous sup- 
positions. First of all we quote from Machta, “How- 
ever, since the city is not a source of spores and molds, 
it is difficult to distinguish between their explanation 
and a simple decrease in concentration farther from 
the source.” We must emphasize that the pollens and 
molds that are responsible for allergic reactions to city 
dwellers may have started their journeys through the 
atmosphere hundreds of miles away and are not neces- 
sarily spawned in the city itself. Local pollenation and 
spore production is insignificant compared to the hun- 
dreds of miles of atmospheric pollution. In our testing 
program we frequently encounter large numbers of 
tree pollens months before the same trees in Milwau- 
kee have pollenated. We also pick up the pollen of the 
live oak, and to our knowledge the live oak does not 
grow within 500 miles of Milwaukee. If the factor of 
temperature lapse rates could be ignored, we would 
expect the city to have the same degree of fall-out as 
the country. The demonstrable protective factor of the 
warmth of the city accounts for the decreased fall-out. 
It is an interesting observation that you may be driving 
through thick fog in the rural areas but find that the 
fog is less or even absent in the slightly warmer cities. 
Our counts of pollens and molds have always been 
highest in the clouds, haze layers, and particularly in 
ground fogs. This observation may explain the uni- 
versal complaint that dampness is presumed to be the 
cause of so many human ailments. Let us hope that 
radiation sickness is not added to these complaints. 
We are aware that large particles of debris will fall 
out quickly, that the rates of descent of smaller parti- 
cles will be slower, and that particles smaller than 0.01 
mm. in diameter may circle the earth. Somewhere 
ya between these extremes there will be particles of the 
4 size and weight of those we have tested. Although we 
a may be powerless to control the larger particles, it does 
: not follow that nothing can be done about the smaller 
a particles. Machta is also under the impression that our 
experimental fall-out with lycopodium spores was per- 
formed “in a heated area in a small box.” Actually, our 
model city was set up in a place where a mild hori- 
zontal draft simulated the condition of wind over a 
city and no box was used. He writes that the Weather 
Bureau has failed to find a “systematic difference” be- 
tween the fall-out of radioactive particles over a city 
and at nearby airports. Such a difference would be 
difficult to find unless the observations were made with 


significant quantities of fall-out material and checked 
from hour to hour and day and night. The relationship 
of the wind direction to the location of the airport 
and the city is of the greatest importance. Our airplane 
studies carried on over a seven-year period made it 
possible to collect as many particles in 30 seconds as 
could be collected by “fall-out” methods in 24 hours. 
It is gratifying, however, that, although we may dis- 
agree on the mechanisms involved, we do agree that 
the city may still be safer from atomic fall-out than the 
country. We are grateful to Machta for his comments. 


HERMAN A. Hetse, M.D. 
425 E. Wisconsin Ave. 
Milwaukee 2. 


THE WAY YOU LOOK AT IT 


To the Editor:—I feel we owe it to medical students 
and lay readers to clarify our professional jargon as 
much as possible. For this reason I have appended 
below a short glossary of medical expressions which 
can cause a great deal of confusion if translation is not 
available. 


When you hear— Translate— 
1. “essentially negative find- “not even sure I looked at it” 
ings 
2. “consistent with” “possible, but very unlikely” 
3. “doesn’t add a great deal” “no help whatsoever” 
4. “taken a sudden turn and “dead, though not cold” 
failing rapidly” 
5. “not entirely clear” “haven’t the vaguest idea” 
6. “... be a few minutes late” “be lucky if I’m through in an 
7. “got about 30 minutes work —_ hour” 


before I start home” “better go ahead with supper” 


W. Braprorp Patterson, M.D. 
818 Harrison Ave. 
Boston 18. 


CASHEW NUT DERMATITIS 


To the Editor:—The first sentence of the letter to the 
Editor of Carroll S$. Wright and Donald N. Tschan of 
Temple University (THE JourNAL, May 4, page 92) 
does not correspond with my experience. Cases of 
cashew nut dermatitis comprise about 60% of my com- 
pensation cases. The locality of my dermatological 
practice may be related to the number of cases, be- 
cause the condition affects longshoremen who unload 
cashew oil from ship to shore. The amount of cashew 
nuts which is unloaded, however, must by necessity 
affect more people who are using the oil in industry. 
This dermatitis might not be as rare as it was thought 
to be, as the diagnosis is probably frequently missed. 


W. A. Casper, M.D. 
25 Central Ave. 
St. George, Staten Island, N. Y. 
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MEDICAL LITERATURE ABSTRACTS 


INTERNAL MEDICINE 


Behavior of Factors Depressing the Coagulation of 
the Blood in the Course of Alimentary Lipemia. 
S. Witte and B. Schmidt. Klin. Wechnschr. 35:301-303 
(March 15) 1957 (In German) [Berlin]. 


Thrombin inhibitor and antithrombin, the 2 factors 
that neutralize thrombin, were studied in 45 patients. 
Of these, 15 were given a breakfast with an additional 
amount of 125 Gm. of butter and 30 were fed 80 cc. of 
olive oil by a duodenal tube. The determination of the 
coagulation depressing factors was done on an empty 
stomach and repeated 1, 2, 3, and 4 hours after the 
administration of fat. On the average, an increase in 
thrombin inhibitor was observed, while the plasma 
antithrombin showed no changes. The thrombin in- 
hibitor was increased by 10.6%, on the average, 3 
hours after the butter loading and by 10.8% after the 
olive-oil loading. Definite differences in the reactions 
to the 2 forms of fat were not observed. These results 
suggest an endogenous secretion of heparin into the 
blood in the course of an increased ingestion of fat. 


Aortic Arch Syndrome (Takayashu’s Pulseless Dis- 
ease): Two Cases. B. Moia, J. Balza and D. Hojman. 
Rev. argent. cardiol. 23: 161-185 (July-Aug.) 1956 (In 
Spanish) [Buenos Aires]. 


The aortic arch syndrome is rare. About 100 cases 
have been reported. It is caused by total or partial 
occlusion of all arteries arising from the aortic arch. 
The most common causal factor is arteritis of un- 
known etiology. Syphilitic aortic aneurysm has been 
found to be the causal factor in about half of the 
reported cases. The predominant symptoms of the 
syndrome are lack of radial pulse, impossibility of 
registering the level of arterial pressure in the arms, 
disorders of circulation in regions supplied by the 
involved arteries, with consequent ischemic lesions, 
ocular disorders, and bilateral cataract, rapidly pro- 
gressing to blindness. The subjects of this report were 
2 men 41 and 40 years of age, respectively. The first 
had syphilitic aortitis. Bilateral cataract rapidly pro- 
gressed to blindness. His ballistocardiogram was 
markedly abnormal. The other patient had no syphilis. 


The place of publication of the periodicals appears in brackets 
preceding each abstract. 

Periodicals on file in the Library of the American Medical As- 
sociation may be borrowed by members of the Association or its 
student organization and by individuals in continental United 
States or Canada who subscribe to its scientific periodicals. Re- 
quests for periodicals should be addressed “Library, American 
Medical Association.” Periodical files cover 1948 to date only, 
and no photoduplication services are available. No charge is 
made to members, but the fee for others is 15 cents in stamps 
for each item. Only three periodicals may be borrowed at one 
tine, and they must not be kept longer than five days. Periodicals 
published by the American Medical Association are not available 
for lending but can be supplied on purchase order. Reprints as a 
rule are the property of authors and can be obtained for perma- 
nent possession only from them. 


He was living with 2 brothers who had tuberculosis. 
He had an atypical rheumatic infection 3 years prior 
to the development of the aortic arch syndrome. No 
ocular changes developed. He had suffered with at- 
tacks of syncope. Pressure on his carotid sinus pro- 
duced transient cardiac arrest. His ballistocardiogram 
had few abnormalities. In both cases, a biopsy of the 
temporal artery showed fibroelastotic changes in the 
intima of the artery, without intimal inflammation, 
and areas of fibrous stricture. Whether these changes 
in the intima were the cause or the consequence of 
the syndrome is unknown. The syndrome is irrevers- 


ible. 


Studies on the Neutralizing Effect and Antipeptic 
Properties of Some Commonly Used Antacids. P. Kos- 
kinen. Ann. med. int. Fenniae, Supp. 25 to 45, pp. 
1-90, 1956 (In English) [Helsinki]. 


The effect of antacids, such as sodium bicarbonate, 
calcium carbonate, tribasic calcium phosphate, mag- 
nesium oxide, magnesium trisilicate, basic magnesium 
carbonate, aluminum hydroxide, sodium  carboxy- 
methylcellulose, ion-exchange resin (Amberlite XE- 
58), and sodium lauryl] sulfate, on the acidity of the 
gastric and duodenal contents and on the pepsin con- 
centration of the gastric contents of 117 patients with 
peptic ulcer and gastric dyspepsia was studied after 
a standardized hospital meal. Twenty-seven patients 
with peptic ulcer and gastric dyspepsia served as 
controls. For pH determinations, 973 samples were 
drawn from the 117 patients of the test groups and 
196 samples from the 27 control patients. For pepsin 
determinations, 70 patients of the test groups were 
subjected to 90 tests yielding 262 samples, and 110 
samples were aspirated from the control patients. The 
pepsin determination method used was based on the 
curdling of milk by pepsin. In addition, a study was 
made of the effect of the antacids used on the peptic 
activity of acid-pepsin solution in vitro (pH 3.5 or 
more acid). 

Titration in vitro revealed the following order of 
superiority of the antacids tested: magnesium oxide, 
basic magnesium carbonate, calcium carbonate, so- 
dium bicarbonate, tribasic calcium phosphate, mag- 
nesium trisilicate, Amberlite XE-58, sodium carboxy- 
methylcellulose, aluminum hydroxide, and sodium 
lauryl sulfate. The aluminum hydroxide powder used 
had only an extremely weak hydrochloric acid—neu- 
tralizing value, and sodium lauryl] sulfate did not 
have any neutralizing capacity. These results of ex- 
perimental titration were used as a basis for com- 
puting the antacid amounts, equivalent to 100 cc. 
of 0.17 N hydrochloric acid, that were given to 
the patients. Of Amberlite XE-58, only half this 
equivalent dose was given. The test doses of alu- 
minum hydroxide and sodium lauryl sulfate were 
chosen arbitrarily. Magnesium oxide (0.4 Gm.) was 
the most effective of the antacids. It maintained the 


1011 
ed 
rip 
ort 
ne 
it 
as 
Ts. 
is- 
at 
he 
ts. 
its 
as 
od 
ch 
ot 
e 
of 
yf ; 
l- 
il 
d 
V 
y 
t 
. 


1012 MEDICAL LITERATURE ABSTRACTS 


level in the stomach and duodenum above pH 3.5 
for 45 minutes. The neutralization produced by so- 
dium bicarbonate (1.2 Gm.) in vivo was only slightly 
inferior. Sodium carboxymethylcellulose (10.6 Gm.), 
Amberlite XE-58 (2.3 Gm.), calcium phosphate (2 
Gm.), and magnesium trisilicate (2.2 Gm.), all pro- 
duced a slight and even neutralization of the gastric 
contents (pH 3). With sodium carboxymethylcellulose 
and Amberlite the effect extended to the first part of 
the duodenum also. Magnesium carbonate (0.8 Gm.) 
produced a rapid and definite neutralization, but its 
effect was transient and signs of secondary rebound 
acidity were noted. The antacid effect of calcium 
carbonate (0.8 Gm.) was slightly inferior to that of 
the above-mentioned antacids. The aluminum hy- 
droxide (2 Gm.) and sodium lauryl sulfate (1 Gm.) 
used in the test were unable to reduce acidity in vivo. 
Sodium bicarbonate, calcium carbonate, calcium 
phosphate, magnesium oxide, magnesium trisilicate, 
magnesium carbonate, and sodium carboxymethyl- 
cellulose had no inhibitory effect on the peptic activity 
of hydrochloric acid—pepsin solution in vitro (pH ad- 
justed to 3.5), but Amberlite XE-58 was able to pro- 
duce about 60% inactivation of pepsin at this pH. 
When the pH dropped below 2, Amberlite lost its 
capacity to inactivate. Aluminum hydroxide and so- 
dium laury! sulfate had an inhibitory effect on peptic 
activity at pH levels from 1.1 to 1.3. The former pro- 
duced a maximal inactivation of 60% of the pepsin, 
whereas the latter in a solution as weak as 0.1% was 
able to destroy completely the peptic activity of 
hydrochloric acid—pepsin solution in about 45 min- 
utes. When higher concentrations of a sodium lauryl 
sulfate were used, the destruction of pepsin was more 
rapid. In vivo, the substances studied in the doses 
used, were unable to reduce clearly the pepsin con- 
centration of the gastric contents. The patients 
treated with magnesium oxide and those treated with 
aluminum hydroxide did show a slightly lower gastric 
pepsin concentration 150 minutes after the meal (60 
minutes after the administration of the antacid) than 
the control patients, but the difference was not sta- 
tistically significant. In the patients treated with mag- 
nesium oxide the pepsin concentration seemed to drop 
after the administration of the antacid, although the 
difference from the pepsin concentration before the 
administration of the antacid was not significant. 


Differential Diagnosis of Hepatitis and Obstructive 
Jaundice on the Basis of Iron and Copper Serum 
Levels. F. Hutterer and T. Hunya. Schweiz. med. 
Wehnschr. 87:190-192 (Feb. 23) 1957 (In German) 
[Basel, Switzerland]. 


Determination of the serum levels of iron and cop- 
per allows an early differentiation of hepatitis from 
obstructive jaundice. The authors examined these 
levels in 337 patients, and a reliable diagnosis was 
established in 163 patients with hepatitis, and in 22 
with obstructive jaundice. The determination of the 
serum levels of iron and copper is important in decid- 
ing whether or not operation is indicated. In patients 
with hepatitis a high level of iron is associated with 
a moderate increase in the level of copper, whereas in 
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patients with obstructive jaundice the level of copper 
increases markedly and that of iron decreases moder- 
ately. Evidence of these changes is obtained by the 
use of relatively simple methods. These changes con- 
stitute the most reliable sign in the differential diag- 
nosis. 


Life History of Nonspecific Ulcerative Colitis: Rela- 
tion of Prognosis to Anatomic and Clinical Varieties, 
H. L. Bockus, J. L. A. Roth, E. Buchman and others. 
Gastroenterologia 86:549-590 (No. 5) 1956 (In Eng- 
lish) [Basel, Switzerland]. 


A total of 182 patients, 96 male and 86 female, with 
ulcerative colitis were classified according to certain 
topographic and clinical types in an attempt to deter- 
mine the respective roles played by these types in the 
life history and prognosis of the disease. Of the 182 
patients, 125 were followed up for 3 to 25 years, 
the average period being 6 years, unless death or 
operation intervened. Seventy-three (58%) of the 125 
patients were operated on, and 23 (18%) died; 52 
of the 125 patients were not operated on, and 7 (13%) 
died. Only 66 (53%) of the 125 patients obtained satis- 
factory results either from surgical or medical treat- 
ment. The remaining 57 of the 182 patients were lost 
to follow-up or were followed up for less than 3 years; 
few, if any, of this group died of the disease or were 
operated on. Of the 182 patients, 155 (85%) had the 
ordinary distal type of the disease, characterized by 
involvement of the rectum, extending proximally 
for a variable distance to involve contiguous parts of 
the colon. The entire colon was involved in 88 pa- 
tients (48.4%). Involvement was confined to the rectum 
and sigmoid in 27 patients (14.8%). Determination of 
the clinical varieties of the disease in the patients with 
these various topographic types of involvement 
showed that none of the patients with involvement of 
the rectum and sigmoid had the acute fulminating 
variety of ulcerative colitis, but all the patients with 
this type had the remitting variety of the disease. 
There was a gradually decreased incidence of the 
remitting type of the disease in patients in whom 
the site of the disease was the descending colon, the 
entire colon, or segments of the colon at the onset or 
when first seen. Of the 23 patients who died, the en- 
tire colon was involved in 10. An operation was per- 
formed on 53 (60%) of the 88 patients with involve- 
ment of the entire colon. The incidence of both colonic 
and systemic complications was high in patients with 
the regional or segmental type of the disease. Seven- 
teen (9.5%) of the 182 patients had the typical patho- 
logical characteristics of ulcerative colitis associated 
with chronic inflammation of some part of the small 
intestine; their cases were classified enterocolitis, and 
they presented the only type in which recurrent in- 
flammation of the intestine may occur after total 
colectomy. 

Sixty-two of the 125 patients had incomplete in- 
volvement of the colon initially. Thirty (47%) of these 
showed roentgenographic evidence of longitudinal 
spread of the disease. Longitudinal spread seems to 
occur in a large percentage of patients in whom the 
entire colon was not already involved by the initial 
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attack. Longitudinal involvement of the colon may be 
more extensive in patients who at the onset of the 
disease are under 15 years of age than in those over 
30. Of the 182 patients, 123 (68%) had the remitting 
variety of the disease, the most common clinical type. 
If a complete remission does not occur within 6 
months, it will never occur, i. e., the disease has 
changed into the “chronic continuous” variety. This 
occurred in 11 of the 84 patients with the remitting 
type, in whom the duration of attacks was over 6 
months but who still had a remission. The chronic 
continuous variety commonly involves the entire 
colon, shows a high incidence of complications, and 
93% of the patients with this type of the disease re- 
quired operation. The acute fulminating variety, 
which is less common, is the most severe clinical 
type. The death rate is high, being 20% among the 
patients given conservative treatment and 30% among 
those surgically treated. In patients with this variety, 
large penetrating ulcers and the so-called toxic seg- 
mental dilatation of the colon, for which the term 
“toxic aganglionosis” has been proposed, may be re- 
vealed more often by the roentgenogram than in other 
patients with ulcerative colitis. 


Aspiration Biopsy of the Kidney in Systemic Lupus 
Erythematosus. R. A. Joske and J. L. Stubbe. M. J. 
Australia 1:347-352 (March 16) 1957 [Sydney]. 


Present interest in and views on systemic lupus 
erythematosus result from 3 factors: the elaboration 
of the concept of the “collagen diseases” by Klem- 
perer, the introduction of the L. E. cell test by Har- 
graves, and the demonstration of the therapeutic 
efficacy of cortisone and related compounds in a dis- 
ease previously considered almost always fatal. There 
is evidence that renal involvement is frequent in sys- 
temic lupus erythematosus, that patients with clinical 
renal disease respond poorly to therapy with cortisone 
and corticotropin, and that the prognosis of a patient 
with systemic lupus erythematosus depends to a large 
extent on the development of renal and other visceral 
manifestations of the disease. The present paper re- 
ports 11 patients with systemic lupus erythematosus 
in whom special attention was paid to the early de- 
tection of renal lesions. 

Aspiration biopsy of the right kidney was _per- 
formed in all patients with a Franseen needle, and no 
complications occurred. The 11 patients included 9 
women and 2 men, ranging in age from 25 to 59 years. 
All had general symptoms of ill health, such as fever, 
weight loss, arthralgia, or muscle pains, but skin 
changes were present in only 6, and none had chronic 
discoid lupus. The liver was enlarged in 8 patients, 
the spleen was enlarged in 5, and generalized lympha- 
denopathy was present in 5. Nine of the 11 patients 
had anemia. Apart from severe hemolytic anemia in 
2 patients, there was other laboratory evidence of 
disturbed or abnormal immune mechanisms. The 
L. E. cell test produced a positive result in all cases, 
and erythrophagocytosis was demonstrated in 8. 
While the clinical features of the 11 patients were 
diverse, cardiovascular-renal disease was present in 
all. Two patients had the nephrotic syndrome. Nine 
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of the 11 biopsy specimens of the kidney showed ab- 
normal changes, which were gross in 5. The most fre- 


quent change was an increase of eosinophilic material ' 


in the glomeruli, having the histochemical characters 
of fibrinoid and resulting in obliteration of glomerular 
tuft capillaries. In 1 specimen proliferation of the 
capsular epithelium was present. There was a general 
but not a precise correlation between the severity of 
the clinical and histological changes. Renal biopsy 
may be of value in the clinical investigation of sys- 
temic lupus erythematosus and may provide valuable 
evidence in the making of a prognosis by the detec- 
tion of otherwise unapparent renal manifestations of 
this disease. It may also be of help in assessing the 
response to therapy. 


Biology of Candida Infections: 2. On the Pathological 
Manifestations and Etiological and Pathogenic Con- 
ditions of 175 Cases of Candidiasis. E. Drouhet. Se- 
maine hdp. Paris 33:807-828 (Feb. 28) 1957 (In 
French) [Paris]. 


Laboratory study of 342 strains of Candida iso- 
lated from about 1,000 specimens from patients sus- 
pected of having mycoses revealed that 269 were 
Candida albicans; 26, C. tropicalis; 15, C. pseu- 
dotropicalis; 3, C. guillermondi; and 26, members of 
the krusei group. The pathological manifestations of 
C. albicans, evident in 156 of the 269 patients in whom 
it was found, consisted of localized or generalized 
thrush in 60; oral infections other than thrush (glos- 
sitis, cheilitis, and ulceration) in 11; various skin dis- 
orders in 50; vaginitis in 33; and intestinal, urinary, 
biliary, or bronchopulmonary conditions in 11. The 
generalized thrush, which always began as oral 
thrush, appeared in 12 infants, 5 children, and 3 
adults who were being given intensive antibiotic 
treatment for bacterial infections or leukemia. 

The skin manifestations included onyxitis and peri- 
onyxitis (39 cases), intertrigo (5 cases), abscesses, and 
ulcerations. C. albicans onychosis was especially 
common in adult women, appearing in 30, possibly 
because most of them were engaged in work (do- 
mestic or professional) that necessitated keeping the 
hands in water for long periods. Maceration and hu- 
midity favor the growth of the fungi. Children, on 
the other hand, rarely had onychosis. Only 3, 1 of 
whom was a 30-day-old premature infant, were among 
the 39 patients so affected. 

Forms of Candida, other than C. albicans, that 
were formerly regarded as nonpathogenic may cause 
lesions in certain circumstances. Thus, C. tropicalis 
was responsible for 2 cases of bronchopneumonia (one 
fatal), 4 cases of vaginitis, and 1 of tonsillitis; C. pseu- 
dotropicalis was the cause of a subacute lung condi- 
tion; C. parakrusei led to a subcutaneous abscess; and 
other Candidas of the krusei group were associated 
with 7 cases of vaginitis and various parakeratosic 
skin lesions. All of these pathological manifestations 
except the subcutaneous abscess appeared in adults. 
Black tongue, formerly attributed to a particular form 
of Candida (C. linguae pilosae), was studied in 5 pa- 
tients, from all of whom more than | species of Can- 
dida were isolated (C. albicans in 2, C. pseudotrop- 
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icalis in 2, and C. tropicalis in 1). The age of the pa- 
tient, the terrain, the primary disease, endocrine fac- 
tors (e.g., diabetes and pregnancy), and the use of 
antibiotics play an important part in the development 
of candidiasis. Antibiotics, in particular, which favor 
the mucosal growth of Candidas, are responsible for 
the frequency and severity of their pathological mani- 
festations. Thrush appears much more frequently 
after antibiotic therapy than do skin complications 
(78% as compared with 20%). 


Bone Changes in Leprosy. H. Wozonig. Ztschr. 
Tropenmed. u. Parasitol. 7:464-471 (Nov.-Dec.) 1956 
(In German) [Stuttgart, Germany]. 


Roentgenologic studies were made on 50 patients in 
the leprosary in Addis Ababa, Abyssinia. It was found 
that bone changes appear in the course of leprosy in 
practically all patients, but with few exceptions they 
are limited to the hands and feet. They usually ap- 
pear between the 4th and 6th year after the onset of 
the disease. The terminal phalanges of the fingers and 
toes are most severely involved and slowly undergo 
atrophy. The destructive process continues for dec- 
ades and becomes manifest in gradual absorption, 
osteoporosis, decalcification, cyst formation, arthrop- 
athy, dislocation, spontaneous fracture, exostosis, 
synosteosis, and pseudarthrosis. These changes result 
from trophic disturbances secondary to neural lesions. 
The primary lesions may become modified by secon- 
dary accidental injuries, such as trauma, periostitis, 
and osteomyelitis. The bone lesions caused by leprosy 
belong to the group of trophic disturbances and are 
characterized by great multiformity and by being 
limited to the hands and feet. 


Fatal Poisoning Due to Dichloroethane. F. Weiss. 
Arch. Gewerbepath. u. Gewerbehyg. 15:253-264 (No. 
3) 1957 (In German) [Berlin]. 


The author reports 2 deaths due to symmetrical 1, 
2-dichloroethane; 1 in a 79-year-old man and 1 in 
a 2-year-old boy, both of whom ingested a liniment, 
100 cc. of which contained 100 Gm. of 1, 2-dichloro- 
ethane, 5.8 Gm. of camphor and pine-needle oils, 0.5 
Gm. of salicylic acid methyl ester, and 18.5 Gm. of 
an emulsifier. The man died 40 hours after 1 draft of 
the drug, and the boy died 20 hours after a small 
draft. Autopsy was performed in both patients and 
revealed toxic damage to the hepatic and renal paren- 
chyma. Degenerative changes also were found in the 
myocardium of the child. Central phenomena, un- 
consciousness, spasms, and unavoidable cardiac and 
circulatory failure were the predominant features in 
both patients. A hepatorenal syndrome was not ap- 
parent. Extensive toxic cerebral swelling was ob- 
served in the child. Several small foci of cerebro- 
malacia in the man were not considered to be a result 
of the poisoning. Evidence of severe local poisoning 
was furnished in both patients by the superficial ero- 
sion of the stomach wall, with extensive exudation of 
fibrin in the lumen of the stomach. Similar changes 
were observed in the upper part of the small intestine 
of the boy. These local effects of the poison may be 
explained by the occurrence of a primary superficial 
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necrosis of the mucosa, while the deeper portions of 
the mucosa were resistant to the cauterizing effect of 
the poison because of its decreasing concentration. 
The stomach wall then became permeable, and the 
poison exerted its effect on the vessels in the deeper 
layers, resulting in an extensive diapedesis of the 
plasma, with the resulting formation of a bezoar-like 
concretion of fibrin in the stomach. 


SURGERY 


Electric Burns of the Cranium. J. Bohler. Klin. Med. 
12:76-79 (Feb.) 1957 (In German) [Vienna]. 


The electrification of the railroads in Austria caused 
an increase in accidents, mostly due to electric burns. 
These burns are of grave significance if they involve 
the cranium, because the bones and frequently also 
the contents of the cranium may be injured. Three 
cases of burns of this type are reported in 2 men 
who had entered the circuit of a 25-kv. line and in 
1 man who had entered the circuit of a 15-kv. line. 
The first patient had parieto-occipital burns 10 by 5 
cm. in size and a left parietal burn 10 by 2 cm. in size, 
in addition to burns on all 4 extremities; the second 
patient had 40% of the body surface burned and 
parieto-occipital burns 10 by 6 cm. in size; and the 
third patient had a right parietal burn 6 by 6 cm. in 
size and additional burns on the extremities. The 
ideal treatment would have consisted of primary ex- 
cision of the necrotic tissue down to the bone and im- 
mediate covering of the defect with the aid of a 
sliding flap, but this treatment could not be instituted 
because of severe shock and associated injuries, 
which required instant treatment with ganglionic 
blocking agents and extensive blood transfusions. 
After this, the necrotic soft tissue was excised, and 
the defects were treated with wet compresses until 
demarcation of the necrotic bone became recogniz- 
able. After the inflammation of the surrounding area 
had subsided, the necrotic and infected bone was 
chiselled off in full thickness down to the dura. 
Closure was carried out with a sliding flap. The defect 
resulting from the sliding flap was covered with a 
freely transplanted dermatome flap. Satisfactory heal- 
ing of the flaps occurred in all 3 patients. The cos- 
metic result was good since the hairless spot could 
be covered with hair from the adjacent sites. Plastic 
covering of the bony defect of the cranium was post- 
poned until later. 


Tricuspid Stenosis: A Study of Seven Subjects. G. 
Finardi. Folia cardiol. 15:609-628 (Dec. 31) 1956 (In 
Italian) [Milan, Italy]. 


The author observed 7 patients with tricuspid 
stenosis, the condition having been discovered at 
autopsy in 4 and at operation in 3. All subjects had 
had cardiac catheterization. Six were female and | 
male; those who died were from 20 to 31 years of age 
and the others were 30, 38, and 40 years of age respec- 
tively. Stenosis was mild in 2 patients and severe in 
the rest. Tricuspid insufficiency was present in 4 pa- 
tients. Mitral stenosis that was more marked than 
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tricuspid stenosis was present in all but 1 patient, in 
whom the extent of both lesions was identical. Three 
of the 4 patients who died showed alteration of the 
aortic arch, and similar changes were suspected in 2 
of the 3 patients that survived. Four patients had had 
rheumatic fever, 2 had had chorea, and 1 had had 
scarlet fever. Survival time after the onset of symp- 
toms was long in 2 patients and short in the other 2. 
Three of the patients that died of congestive heart 
failure survived 1, 2, and 3 years, respectively, after 
the onset of failure. Six patients had persistent and 
expansive hepatomegaly, which in 2 occurred before 
the heart failure. 

In patients with hepatomegaly marked edema oc- 
curred later in the course of the disease. Cardiotonics 
and diuretics had a beneficial effect on the edema in 
1 patient, but hepatomegaly and venous turgesence 
persisted. The latter symptom was present in 3 pa- 
tients only. Ascites was present in 3 patients. Respira- 
tory symptoms were among the first symptoms to ap- 
pear. All patients had dyspnea; 5 had acute pulmonary 
edema; 4, hemoptisis, and 4, cough. Four patients had 
had bronchitis several times, and 2 patients had had 
a pulmonary infarction. Reinforcement of the second 
pulmonic sound was not observed. One patient had a 
systolic murmur over the xiphoid in postinspiratory 
apnea. Two patients had stertorous breathing due to 
stasis. Marked increase of the right profile of the heart, 
with or without double contour image; marked con- 
vexity of the left atrium; prolonged and straight me- 
dium arch, and large branches of the pulmonary 
artery were observed in the roentgenograms. Two 
patients showed marked increase of the total volume 
of the heart, 2 had marked dilatation of the right 
atrium, 2 had an intense shadow of the superior vena 
cava, and 2 had normal lung fields. 


Dangers Associated With Carotid Ligation. H. Lill. 
Klin. Med. 12:49-56 (Feb.) 1957 (In German) [Vienna]. 


Of 21 patients on whom carotid ligation was per- 
formed, 18 had ligations of the common carotid 
artery, 1 had ligation of the internal carotid artery, 
and 2 had ligations of the common, external, and in- 
ternal carotid arteries. Of 16 patients with intracranial 
aneurysm, 15 had ligations of the common carotid 
artery and only 1 had ligation of the internal carotid 
artery. Of 3 patients with aneurysm in the neck, all 
had ligation of the common carotid artery. Ligations 
of the common, external, and internal carotid arteries 
were performed in 2 patients, 1 with a malignant 
tumor of the carotid body and 1 with an injury in the 
neck. Five patients died postoperatively, but only 4 
deaths resulted from the operation. Autopsy revealed 
encephalomalacia as the cause of death in 3 patients, 
who died within from 1 to 3 days after the operation. 
The sudden ligation was not tolerated and caused a 
cerebral nutritional disturbance. A progressive throm- 
bosis at the site of the ligation caused pareses and 
death from encephalomalacia 1 month after the op- 
eration in the 4th patient. Cerebral aneurysmal bleed- 
ing could not be controlled despite ligation in the 5th 
patient. Of the 3 patients in whom encephalomalacia 
resulted immediately from the ligation, 1 had a liga- 


MEDICAL LITERATURE ABSTRACTS 1015 


tion of the common carotid artery and the 2 others 
had ligations of the common, external, and internal 
carotid arteries. This triple ligation is particularly 
dangerous, even in young patients, and triple ligation 
at the bifurcation of the carotid artery always should 
be avoided. 

Ligation of the common carotid artery after a clamp- 
ing test, with the aid of measuring the cerebral blood 
flow by rheography or after preparatory throttling of 
the carotid artery, is associated with hardly any risk. 
One of the patients, a 73-year-old man with a tuber- 
culous aneurysm of the common carotid artery and 
severe hematogenic shock, tolerated well the double, 
proximal, and distal ligation of the common carotid 
artery, by which the hemorrhage was arrested. The 
case of this man may be considered as a fortunate 
exception, but, since 8 of the 16 survivors were over 
50 years of age and this age is considered by many 
workers as the upper limit for carotid ligation, the 
results obtained in this group of patients suggest that, 
with the necessary precautions, ligations may be per- 
formed successfully in older patients. 


Primary Mesenteric Vascular Occlusion: A Report of 
Seven Cases, Six of Which Survived Operation. J. R. 
McDaniel and P. A. Knepper. Missouri Med. 54:128- 
132 (Feb.) 1957 [St. Louis]. 


The seriousness of primary mesenteric vascular 
occlusion is indicated by the low survival rates. A 
review of the literature in 1950 revealed that only 53 
of 611 patients with this condition survived. Mesen- 
teric vascular occlusion may be caused by emboli that 
come from vegetations on cardiac valves, mural car- 
diac thrombi, or atheromatous plaques on the walls 
of the aorta or mesenteric arteries. Mesenteric arterial 
thrombosis has been associated with mesenteric ar- 
teriosclerosis, thromboangiitis obliterans, periarteritis 
nodosa, Raynaud’s disease, and trauma. On the venous 
side, the thrombosis has accompanied portal hyper- 
tension due to cirrhosis of the liver, congestive heart 
failure, and pressure from tumors. When the condi- 
tion is fully developed, blood-stained fluid is present 
in the peritoneal cavity. The intestine is purple-black, 
swollen, dilated, and paralyzed, with dull peritoneal 
covering and blood filled lumen. The mesentery, like- 
wise, is swollen, a splotchy purple color, and the 
arterial pulsations are absent. Early or atypical changes 
may be less readily apparent, however, since in recent 
arterial occlusions the intestine may be merely paler 
than normal, with minimal or absent swelling and 
with contractions still present or even overactive. The 
only positive identifying point, therefore, is the ab- 
sence of pulsations in the mesenteric arteries. 

The patient is usually in the older age group and is 
stricken with intermittent midabdominal pain. As the 
discomfort increases over a period of 2 to 4 days, it 
tends to localize in the part of the abdomen in which 
the involved segment of intestine lies. Vomiting com- 
monly occurs. The abdomen is mildly to moderately 
tender, with the localization over the affected part of 
the intestine. Most frequently, it is soft and doughy 
and without palpable masses. Bloody feces are present 
in the rectal ampulla. X-rays of the abdomen usually 
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show unusual amounts of air in the small and large 
intestine. Practically speaking, however, mesenteric 
vascular occlusion probably has the least typical clin- 
ical picture of any of the acute abdominal diseases. 
Recognition of the condition, then, rests on a high 
index of suspicion, and often the surgeon must make 
the decision to operate after having ruled out the 
nonsurgical problems. If the complete array of char- 
acteristic signs and symptoms is awaited before ex- 
ploring the abdomen, the patient’s condition may have 
deteriorated beyond the point of salvage. The 7 pa- 
tients with primary mesenteric vascular occlusion 
presented by the authors represent their total opera- 
tive experience with the disease. Intestinal gangrene 
due to strangulated hernias, adhesive bands, and in- 
testinal obstruction are not included. All but 1 of the 
7 patients survived the operation, and 5 were living 
2 to 8 years after resection. The prevailing pessimism 
regarding this disease may be unwarranted. The au- 
thors believe that, by early, aggressive attack, careful 
operative technique, and judicious use of modern 
adjuncts to surgery, the currently reported survival 
rates can be greatly improved. 


Indications for and Results of Splenectomy in Spleno- 
megaly. H.-J. Streicher. Arch. klin. Chir. 283:671-682 
(No. 6) 1957 (In German) [Berlin]. 


Radical removal of a carcinoma required extirpa- 
tion of the spleen in 27 of a series of 147 cases of 
splenectomy. Since the further course in these 27 pa- 
tients was determined largely by the carcinoma, they 
are disregarded in the evaluation of the results of 
splenectomy. A spleen that was essentially normal 
before rupture was removed in 38 of the remaining 
120 patients. This report is concerned mainly with the 
results of splenectomy in the 82 patients with an en- 
larged and abnormally functioning spleen. This num- 
ber included 30 patients with hemolytic anemia. In 
this condition and particularly in familial hemolytic 
jaundice, splenectomy is so effective that it can be 
regarded as the method of choice. Another group of 
patients with splenomegaly had disturbances in the 
coagulation mechanism. This group of 13 patients in- 
cluded 9 with purpura hemorrhagica (Werlhof’s type 
of chronic thrombocytopenic purpura). Here again 
splenectomy effected clinical cure, and there were no 
surgical deaths. The author warns against operating 
on patients in the acute stage. 

Another important group consisted of the 26 pa- 
tients with hepatolienal processes. This group in- 
cluded some patients who were in the first and second 
stages of congestive splenomegaly (Banti’s disease). 
During these 2 stages of splenomegaly with anemia 
or with subicterus, splenectomy can interrupt the 
vicious circle of bone marrow inhibition and the toxic 
effects of the spleen on the liver, but, after cirrhosis 
of the liver has developed in the third stage, splenec- 
tomy is no longer effective. Other contraindications to 
splenectomy are: leukemia, typhoid, endocarditis 
lenta, syphilis of the spleen, visceral leishmaniasis, 
pernicious anemia, and polycythemia. A tendency to 
hemolysis occurring in the course of leukemia or 
Hodgkin’s disease, however, provides an exception to 
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this rule. Splenectomy should always be preceded by 
sternal puncture and liver function tests. The syn- 
drome of splenomegalic inhibition of the bone marrow 
is not an independent disease entity, but it is observed 
in various splenic disorders, and, for this reason, exact 
clinical differentiation is required before splenectomy 
is decided on. In splenic cirrhosis, this condition is of 
primary importance. In the primary stages of splenic 
cirrhosis, splenectomy may effect cure, and, in its later 
stages, it may still produce improvement. As regards 
palliative splenectomy in patients with hepatic cir- 
rhosis, the author says that the risk of the operation 
must be balanced against the possibilities of cure in 
each case. 


Therapy of Subtrochanteric Fractures of the Femur. 
P. K6nig. Arch. orthop. u. Unfall-Chir. 48:641-647 
(No. 6) 1957 (In German) [Munich, Germany]. 


Reduction by conservative methods is practically 
impossible in the subtrochanteric, transverse and tor- 
sion fractures of the femur, because the powerful 
muscles in this region pull the proximal fracture-end 
in such a way that traction would have to appose the 
distal fracture-end to it in flexion and abduction with 
external rotation. While traction will counteract the 
shortening, immobilization after exact reduction is 
almost impossible, because defecation and nursing 
care will interfere with immobilization and disturb 
the process of healing. For these and other reasons, 
the author treats these fractures surgically, explaining 
his method on the basis of a case history. The patient 
was a 5-year-old boy, in whom the subtrochanteric 
fracture, sustained during coasting, was exposed by 
an incision into the external surface of the thigh. After 
reduction, splinting was done on the outside of the 
bone with a special nail, having a V-shaped cross 
section and fastened with 3 wire loops, and a plaster 
cast was applied inclosing the pelvis and leg. Six 
weeks later the cast was removed to above the knee, 
and weight-bearing was gradually increased. The 
splinting nail was removed after 5 months. Examina- 
tion 4 years later revealed perfect function of both 
hips. The same treatment was used in 2 other patients 
who had sustained subtrochanteric fractures of the 
femur during coasting. The author explains why 
Kiintscher’s method of medullary nailing is not suit- 
able for the described subtrochanteric fractures of the 
femur and why he prefers external fixation with the 
V-shaped nail and wire loops. He used the method 
with success also in other fractures, including an open 
fracture of the tibia in a 75-year-old woman. 


Cause of Peripheral Circulatory Disturbances of the 
Lower Extremities. F. Rutscheidt. Arch. orthop. u. 
Unfall-Chir. 48:648-655 (No. 6) 1957 (In German) 
[Munich, Germany]. 


Pains in the legs are often due to circulatory dis- 
turbances in the form of intermittent claudication, 
and, since it has been suggested by some investigators 
that changes in the vertebral column might play 4 
part in the causation, the author decided to make 
roentgenologic studies on the lumbar part of the spine 
in patients with circulatory disturbances in the legs. 
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The sympathetic nervous system is always involved 
when there is a vertebral initiating factor. The pos- 
terior and anterior roots contain vasomotor fibers that 
lead to the sympathetic trunk. The author made 
roentgenologic studies on the lumbar part of the 
vertebral column in 19 patients with disturbances in 
the peripheral circulation manifested by intermittent 
claudication. Five of the patients gave a history of 
sciatica or lumbago-like pains that, however, did not 
coincide with the onset of the intermittent claudica- 
tion, but in 3 of the 5 the sciatica coincided with the 
onset of the circulatory disturbances on the same side 
and could be demonstrated by oscillography. 

In 5 other patients anteroposterior exposures of the 
lumbar portion of the vertebral column revealed that, 
in the presence of scoliosis, the extremity with the 
impaired circulation was on the concave side of the 
curvature, that is, where the foramina were presum- 
ably contracted. Five other patients who had bilateral 
intermittent claudication showed more or less severe 
spondylitic or osteochondritic changes in the lumbar 
vertebral column, and 4 other patients had steep in- 
clination of the sacrum in addition to beginning de- 
generation of the vertebrae and of the intervertebral 
disks. The ages of the patients ranged between 40 
and 68 years, and all but 2 were men. In view of the 
complexity of the sympathetic nervous system, the 
author does not imply that the distant initiating factor 
of circulatory disturbance in the legs is nececsarily 
always in the vertebral column, but he believes that 
the studies on these patients suggest that irritation of 
the spinal nerves either by constriction or, less severe- 
ly, by changes in the position of the vertebral column 
may elicit functional disturbances. 


Medicosurgical Treatment of Osteoarticular Tuber- 
culosis. P. Ingelrans, M. Lacheretz, M. Delmote and 
J. Nigoul. Rev. chir. orthop. 42:787-799 (Dec.) 1956 
(In French) [Paris]. 


The discovery that streptomycin is effective in the 
treatment of tuberculous abscesses only when it is 
injected locally after complete evacuation of the pus 
they contain led to the suggestion that streptomycin 
therapy should be combined with operations designed 
to secure drainage and débridement. Time will be 
needed before the value of the direct approach can 
be definitively determined, but certain conclusions 
may be drawn from the authors’ operative statistics. 
Nowadays, only patients with resistant forms of osteo- 
articular tuberculosis are sent to sanatoriums. Most of 
the operations were, therefore, operations of neces- 
sity, but some were elective. The 40 patients who 
were operated on by the authors as a matter of 
necessity had had persistent abscesses that blocked 
recovery, in spite of treatment for at least a year with 
antibiotics and prolonged immobilization. An Albee 
type graft had been successfully implanted in 3 pa- 
tients with tuberculosis of a vertebra, but, although 
the grafts took well, the infection continued its course. 

Tuberculosis of a vertebra, present in 26 patients, 1 
of whom had 2 separate abscesses, was thoracic in 
11, thoracolumbar in 7, and lumbar in 9. Simple drain- 
age without trepanation of the vertebral bodies, shown 
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by tomography to be compressed but free from 
geodes, were performed in 17; 8 had drainage opera- 
tions combined with curettage of a geode and in situ 
grafts; and in 2 no abscess was found at operation, 
the x-ray image having been caused by a persistent 
sclerous shell. Drainage always seemed to have a 
beneficial effect. Only 1 of the patients subjected to 
combined drainage and curettage followed by grafting 
failed to improve. He was 60 years of age, and his 
death occurred 7 months later as a result of tuber- 
culous meningitis. Grafts are well tolerated and seem 
to be useful but not indispensable. Their function is 
chiefly to keep the focus from being filled by fibrous, 
nonossifiable tissue. 

Operations of necessity were also performed on 12 
patients with coxalgia accompanied by widespread 
destruction of bone and abscesses resistant to punc- 
ture. Evacuation of the pus in these cases was supple- 
mented by curettage, extending in 5 to complete 
resection of the femoral head. The local and general 
effect of the operations was remarkably good in all 
the patients but 1, a patient in whom a fistula was 
present before the operation and in whom suppuration 
persisted because of a micrococcic superinfection. 
Similarly, good results were obtained in 2 patients 
with torpid sacrocoxalgia, accompanied by abscesses, 
the cure of which was hastened by resection. The re- 
moval of the necrotic matter in all these severely 
affected patients generally enabled the antibiotic to 
reexert its effect and complete the cure. 

The beneficial effects thus obtained led the authors 
to use the same methods electively in 3 patients with 
tuberculosis of a vertebra and in certain others with 
tuberculosis of the major articulations of the limbs. 
Excellent results were promptly secured in many of 
these patients, but a follow-up of longer duration 
than the present average of 2 years will be needed 
for final evaluation. Bacterial studies seem to confirm 
the impression that, in old, encapsulated lesions, the 
tubercle bacilli escape the action of the antibiotic. In 
young lesions that are still vascularized, on the other 
hand, the effect of the antibiotic is exerted to the 
maximum. 


Diagnosis and Therapy of Spontaneous Fractures of 
Neck of Femur After Irradiation of Genital Tumors. 
H. Karcher. Arch. klin. Chir. 283:663-670 (No. 6) 1957 
(In German) [Berlin]. 


The widely held belief that the mature bone is high- 
ly resistant to irradiation has been refuted by experi- 
mental studies demonstrating that particularly the 
osteogenetic tissues of the bone are even more sensi- 
tive to roentgen irradiation than the skin or other soft 
parts. Reports about irradiation damage in bones are 
comparatively rare due to the fact that either they 
are not reported or it is not always possible to ascer- 
tain whether bone destruction is the result of infiltrat- 
ing tumor growth, of metastasis, or of irradiation 
damage. Furthermore, damage to the bone may not 
become manifest, unless there is an additional trauma, 
such as an infection, or the bone is exposed to weight- 
bearing, and a spontaneous fracture results. The fact 
that about half of the 100 previously reported cases 
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of postirradiation fractures of the neck of the femur 
have been reported within the last 10 years suggests 
that, despite the better methods of screening and the 
more exact computation of doses of irradiation, irradi- 
ation damage to the bones is increasing. This is prob- 
ably due to the fact that radiologists realize that 
larger doses of irradiation are needed for the radical 
destruction of the tumor tissue. 

Of the 8 women with postirradiation fractures of 
the neck of the femur observed by the author in the 
last 2 years, 2 had bilateral fractures. All but 1 of the 
women were 60 years of age or over. The interval 
between irradiation and the recognition of the frac- 
ture ranged from 9 to 31 months and averaged 21.5 
months. From 1 to 10 months elapsed between the 
onset of symptoms and the diagnosis of the fracture. 
During this interval the women received treatment 
on the basis of such diagnoses as rheumatism, sciatica, 
or inflammation of the hip joint. All fractures were in 
the median to the subcapitular portion of the neck of 
the femur, that is, in the zone of greatest tension and 
weight-bearing. Roentgenologic examination revealed 
areas of increased density as well as osteoporotic 
areas. In other patients, there were wide bands of 
sclerosis on the shifted fracture surfaces surrounded 
by osteoporotic areas. The fact that this problem pre- 
sents so many diverse roentgenologic aspects is ex- 
plained by the differences in the severity of the irradia- 
tion damage and the age of the fracture. Signs of re- 
generation were occasionally seen in wedged-in frac- 
tures. 

The treatment of postirradiation fractures should 
aim at restoring weight-bearing and walking. Further 
atrophy, resulting from inactivity, must be avoided. 
The question of whether simple nailing or Bauer's 
method of double nailing should be carried out has 
to be decided on the basis of the calcification status 
visible in the roentgenogram. At the author’s hospital, 
simple nailing is done even in patients in whom 
spontaneous fracture threatens, but, when there is 
severe osteoporosis or bone destruction, the single 
nail does not give adequate security, and, in these 
patients and when the central part of the fracture is 
short, double nailing of the femoral neck, eventually 
with penetration of the nail into the acetabulum, is 
necessary. This treatment achieved favorable results 
in 4 patients; 3 others, who were still in the hospital, 
showed satisfactory callus formation, whereas the 1 
patient who declined surgical treatment was still in 
bed after 1 year. 


NEUROLOGY & PSYCHIATRY 


Insulin Treatment of Schizophrenia: A Controlled 
Study. B. Ackner, A. Harris and A. J. Oldham. Lancet 
1:607-611 (March 23) 1957 [London]. 


Evidence of the value of insulin therapy for schizo- 
phrenia is not convincing, and the authors believe 
that, if it is effective, the growing tendency to aban- 
don it must be reversed. A controlled study of the 
treatment of schizophrenia is difficult because of the 
ill-defined diagnostic criteria, the protean nature of 
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the disease, its variable and only partially predictable 
course, and the lack of clear-cut standards of im- 
provement or recovery. The authors to assess the 
results of insulin coma therapy list criteria that should 
be satisfied, and they selected for this study patients 
with a presumptive diagnosis of schizophrenia, aged 
18 to 40, with no history of previous psychotic symp- 
toms and with an apparent history of schizophrenia 
of less than a vear’s duration. The patients had been 
in the hospital for several weeks. They were selected 
for inclusion in the study by the authors, who were 
not responsible for the treatment, and no patient was 
accepted unless there was complete agreement on the 
diagnosis and duration of symptoms. No atypical cases 
or patients already showing signs of recovery were 
accepted. After a patient had been accepted and the 
subtype (hebephrenic, paranoid, catatonic, schizo- 
affective ) determined, the randomization into the in- 
sulin-treated or barbiturate-treated group was made 
by the physician responsible for the treatment, with- 
out the knowledge of the authors. 

The group of patients selected for insulin therapy 
received standard insulin-coma therapy. The other 
group as treated in the same ward and under sim- 
ilar conditions, the only difference in treatment being 
that unconsciousness was produced by orally admin- 
istered barbiturate. The initial diagnosis and subse- 
quent assessment of outcome were made without any 
knowledge of the treatment given. The results of 
treatment for the first 50 patients, followed up at the 
end of 6 months, revealed no significant differences 
between the 2 groups. No conclusion can be drawn 
about the therapeutic value of insulin coma, but the 
results suggest that insulin is not a specific thera- 
peutic agent for schizophrenia. 


Cerebral Metastases: with Reference to 60 Patients 
Subjected to Operation. B. Schott, G. Allegre, M. Cor- 
radi and J. Dechaume. J. méd. Lyon 38:201-207 
(March 5) 1957 (In French) [Lyon, France]. 


The recent increase in the frequency of primary 
neoplasms, especially in the lungs, has been paralleled 
by an increase in the frequency of cerebral metastases. 
More and more attention should therefore be given 
to the possibility of metastases in the differential diag- 
nosis of intracranial tumorous syndromes. The met- 
astatic tumors often appear to be primary gliomas or 
meningiomas. They are usually multiple, and this fact 
should always be kept in mind. Neurosurgical treat- 
ment should not be refused routinely, however, be- 
cause clinical and laboratory findings, as well as cer- 
tain operative results, have shown a striking number 
of metastases that were solitary, or at least appeared 
so, for appreciable periods of time. 

The metastatic lesions are either small, round, well- 
encapsulated homogeneous tumors that can easily be 
enucleated or large irregular tumors, without any 
clear-cut plane of cleavage to separate them from the 
surrounding cerebral tissue, which is often softened 
or edematous. A characteristic common to both types 
of lesions and one of great surgical importance is their 
comparatively superficial position, often flush with the 
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cortex or just below it. This characteristic location is 
easily understood, when it is remembered that the 
metastasis is the result of neoplastic embolization. The 
fact that a lesion is metastatic in nature can some- 
times be established only by histological examination. 
Sometimes precise histological identification is pos- 
sible, and the metastatic tumor can be related directly 
to its point of origin. This is most likely to be cancer 
of the lung in men, cancer of the breast in women, or 
renal cancer in both. Patients in the 4th and 5th dec- 
ades are the ones most frequently affected, but no 
age group is exempt. The symptoms may be either 
isolated signs of cortical, usually frontotemporal, in- 
volvement (hemiplegia, aphasia, hemianopsia, or epi- 
leptic crises) or frank, rapidly progressive intracranial 
hypertension. 

Evaluation of the operative results, apart from the 
symptomatic relief produced by the lessening of intra- 
cranial hypertension, must be based on the benefit 
obtained by the patient, that is, the number of good- 
quality operative survivals. The authors’ statistics cov- 
er 2 groups of patients. Group 1 contained 36 patients 
operated on in a state of more or less well-defined 
intracranial hypertension, with hemiplegia: 16 died 
within weeks or months after the operation. Group 2 
contained 11 patients operated on in a state of pre- 
coma or coma: 4 died within a few months after the 
operation. Follow-up of 17 of the survivors showed 
that 11 had a recurrence at the end of 12 months and 
the rest by the end of 18 months. These survival fig- 
ures, which represent a genuine restoration to society, 
show that neurosurgical intervention in patients with 
solitary cerebral metastases is fully justified. 


Murder After Leukotomy. H. Lenz. Wien. Ztschr. 
Nervenh. 13:248-255 (No. 3) 1957 (In German) [Vi- 


enna]. 


The author describes the case of a man with the 
hebephrenic type of schizophrenia who, in the begin- 
ning, had religious delusions and then auditory hallu- 
cinations for several months. A definite personality 
defect soon became manifest. The patient was inat- 
tentive, absent-minded, purposeless, and desultory. 
He was placed in an institution 3 times because of his 
unmotivated aggressiveness. His psychosis had proved 
to be refractory for 2 years, when bilateral prefrontal 
lobotomy was performed. After the operation his 
aggressiveness was greatly lessened, and he was able 
to stay in his mother’s home for 2 years, but gluttony 
and increasing sexual desire developed. Two years 
after the prefrontal lobotomy, he suddenly attacked 
a 10-year-old girl, made several unsuccessful attempts 
at coitus, and finally strangled the child. He stated 
that he killed the girl to prevent her from accusing 
him and to punish God for making him different from 
other men. A review of the literature on prefrontal 
lobotomy clearly shows the twosidedness of the re- 
sults of this treatment. Success or failure cannot be 
predicted with certainty in patients with schizo- 
phrenia. One must always keep in mind that, as a 
result of exclusion of frontal activity, primary im- 
pulses and endeavours may take an uncontrollable 
course and that in the individual case it may be diffi- 
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cult to visualize the violence and the direction of 
the patient’s impulses. The prefrontal lobotomy may 
have played an important part in the crime com- 
mitted by the patient. 


Developmental Abnormalities in the Region of the 
Foramen Magnum. J. D. Spillane, C. Pallis and A. M. 
Jones. Brain 80:11-48 (Jan.) 1957 [London]. 


This report is concerned with 24 patients with con- 
genital abnormalities in the region of the foramen 
magnum causing neurological disability. Operation 
was performed on 8 patients. A review of the radio- 
logic abnormalities showed that fusions of the cervical 
spine were present in 6 patients, but only 2 of these 
were regarded as having the Klippel-Feil syndrome. 
Seven patients had occipitalization of the atlas. Two 
showed atlantoaxial dislocation. Twenty were con- 
sidered to have basilar impression. There is some 
confusion between platybasia and basilar impression. 
Platybasia denotes an increase in the breadth (ob- 
tuseness) of the basal angle of the skull, which is the 
angle made by the intersection of the plane of the 
sphenoid with the plane of the clivus. Basilar impres- 
sion is a deformity of the base of the skull consisting 
in an elevation into the cranial cavity of a variable 
part of the bony rim of the foramen magnum. There 
was no patient with platybasia in this group. Myelog- 
raphy, encephalography, or vertebral angiography 
were performed on most of the patients. These studies 
contributed information concerning the presence of 
neural malformations underlying the skeletal defects 
and the manner in which the defects might be affect- 
ing the neuraxis. These investigations were helpful in 
assessing the likelihood of surgery being beneficial. 
For purposes of description and analysis, the authors 
divided the patients into 4 groups. There were 9 with 
isolated primary basilar impression, with neurological 
signs; 5 with multiple anomalies, with neurological 
signs; 8 with cerebellar ectopia, with or without 
skeletal anomalies; and 2 with the Klippel-Feil syn- 
drome. 

The commonest bony anomaly of the cranioverte- 
bral junction, posterior spina bifida of .the atlas, is of 
no clinical significance. Basilar impression may be 
suspected when the odontoid process or the anterior 
arch of the atlas are found to occupy an unusually 
high position. Proof of its presence depends on the 
demonstration, on the anteroposterior tomogram, of 
elevation of some part of the rim of the foramen 
magnum. Isolated basilar impression is usually asymp- 
tomatic; a syringomyelic syndrome is the commonest 
clinical concomitant. Occipitalization of the atlas may 
also be asymptomatic. While fusion of the cervical 
spine may be asymptomatic, tetraplagia may develop 
after minor trauma. When chronic neurological disa- 
bility is present, fusion of cervical vertebrae is prob- 
ably never the sole anomaly; there is usually a bony 
defect at the level of the foramen magnum (basilar 
impression, occipitalization of the atlas, or atlanto- 
axial dislocation). 

Patients with craniovertebral anomalies often have 
short necks or some abnormality of posture of the 
head, especially if there is occipitalization of the atlas. 
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Facial asymmetry, malformed ears, defective palates, 
congenital absence of thenar muscles, and congenital 
absence of digits are common stigmas. Anomalies of 
the craniovertebral junction are common in patients 
with syringomyelia. The relationship is rarely one of 
cause and effect; in most cases the neural and skeletal 
defects are associated malformations. In the case of 
basilar impression, the incidence of syringomyelia 
does not appear in any way related to the degree of 
skeletal abnormality or to its duration. Interesting 
signs that may be found in patients with cranio- 
vertebral anomalies are postural loss confined to the 
upper limbs, spontaneous vertical nystagmus (with 
oscillopsia), and mirror movements of the hands. 
Ectopia of the cerebellar tonsils or vermis is not 
uncommon in patients with skeletal malformations 
of the foramen magnum. It can also occur without 
such abnormalities and in the absence of spina bifida. 
In most cases the cerebellar ectopia is developmental 
and not the result either of traction of the hindbrain 
through the foramen magnum or of pressure from 
above. Spontaneous vertical nystagmus was present 
in half the patients with cerebellar ectopia in this 
series. Whether neurological signs develop may de- 
pend on the size of the foramen magnum, which is 
often particularly large in these patients. The sur- 
geon may discover at operation lesions that were not 
suspected clinically, e.g., a cervical syrinx in a pa- 
tient with spinothalamic sensory loss; or cerebellar 
ectopia in a patient without cerebellar signs. In other 
patients a syringomyelic syndrome is not accompanied 
by a cervical syrinx. Lastly, a dural band may be 
responsible for some of the disability. It is this di- 
versity of the clinical findings and the lesions ob- 
served at operation that makes it essential to study 
each patient individually. 


GYNECOLOGY & OBSTETRICS 


Disruption of the Post-Cesarean Scar: Report of 16 
Cases. W. A. Epstein. J. Mt. Sinai Hosp. 24:97-104 
(March-April) 1957 [New York]. 


Sixteen separations or disruptions of previous 
cesarian-section scars were found in 320 repeated sec- 
tions performed at the Mount Sinai Hospital between 
1953 and 1955. This represents a higher incidence 
than that reported in other series. The ages of the 
16 women in whom rupture of the cesarian scars oc- 
curred varied between 22 and 37 years. In 15 of the 
16 patients, the previous cesarian section was of the 
lower-segment type. Only 2 of the 16 patients had 
their previous cesarian section at the Mount Sinai 
Hospital. Five patients had 2 previous low-flap sec- 
tions. One patient had 3 previous cesarian sections, 
2 of which were classic sections and 1 a lower-segment 
section. All women were near term. In 10, original 
section had been done for disproportion. One cesarian 
section was performed because of toxemia, 3 for fetal 
distress, 1 for premature separation of the placenta; and 
the indication for 1 was unknown. Of the 15 lower seg- 
ment ruptures, there were 13 separations of the previ- 
ous transverse and 2 of the previous vertical scars. 
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The time interval between the present cesarean 
section and the last previous one was from 1 to 6 
years. Five patients were allowed a trial of labor in 
the present pregnancy. There were no maternal 
deaths and only 1 fetal loss, which was caused by 
rupture through the scar of a previous classic section, 
while the 2 lower-section scars were found to be in- 
tact. One patient had subjective pain, 1 had exquisite 
tenderness but no pain, and another thought she was 
in early labor. Ten uteri were repaired; 2 repairs were 
accompanied by tubal ligation, and 6 uteri were re- 
moved. A patient who showed at an elective repeated 
section a 4-cm. separation of a transverse lower seg- 
ment scar and who had the scar repaired returned 
29 months later for her third elective section. At that 
time the repaired scar was firmly healed with no de- 
fect. There is no adequate means of evaluating the 
competency of the postsection scar, but every woman 
who has a scar in her uterus as a result of a section 
is a potential candidate for rupture in a subsequent 
pregnancy. 


Maternal Mortality due to Gestosis, Infection, and 
Hemorrhage in the Clinic of Obstetrics and Gyne- 
cology in Perugia in 25 Years. C. Giornelli. Minerva 
ginec. 9:7-15 (Jan. 15) 1957 (In Italian) [Turin, Italy). 


The author studied the frequency of maternal mor- 
tality due to toxemia, infection, and hemorrhage that 
occurred in a large hospital in Perugia from 1931 to 
1955. The total number of obstetric patients received 
was 18,022, of whom 11,315 had passed the 6th month 
of pregnancy. The number of hospital births was 
10,505. Sixty-two patients, 0.34% of the total number 
of patients admitted and 0.59% of those who gave 
birth in the hospital, died. Twenty-seven patients 
died on the day of admission. The death rate due to 
puerperal infections dropped after the introduction 
of sulfonamides, and death no longer occurred after 
the introduction of antibiotics. The percentage of 
deaths in the total number of deliveries was 1.62 for 
the period 1931-1935 and 0 for the period 1951- 
1955; the percentage of deaths caused by hemorrhage 
dropped from 0.38 in the first 5-year period to 0.06 
in the last 5-year period; and the percentage of deaths 
due to toxemia dropped from 0.46 in the first 5-year 
period to 0.12 in the last 5-year period. 


Progesterone in Problems of Sterility: Diagnostic and 
Therapeutic Use. H. S. Kupperman and S. C. Lefko- 
vics. Fertil. & Steril. 8:131-148 (March-April) 1957 
[New York]. 


Progesterone has proved to be an effective agent 
in both the diagnostic and therapeutic application of 
hormone therapy in women whose major problem is 
sterility. A series of women with primary or secondary 
amenorrhea of from 2 months’ to several years’ dura- 
tion were given a single dose of progesterone intra- 
muscularly or multiple doses of the drug orally or 
vaginally in an attempt to induce withdrawal bleeding 
as an initial step in a diagnostic scheme devised by the 
authors to identify the endocrine organ or structure 
that may be involved in the causation of the amenor- 
rhea, i.e., the pituitary, the ovary, and the endome- 
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trium. The dose of progesterone found to be most 
effective in the testing procedure was 100 mg. of the 
drug in a concentration of 50 mg. per cubic centi- 
meter in sesame or cottonseed oil given intramuscu- 
larly. Orally administered progesterone did not result 
in a response as precise or predictable as that of the 
parenteral preparation. Preliminary results indicated 
that a total dose of 150 to 200 mg. of progesterone 
given vaginally over a period of 5 days will result in 
withdrawal bleeding comparable to that achieved by 
intramuscular administration. 

If the patient fails to menstruate after the adminis- 
tration of an adequate dose of progesterone, one can 
assume that either a total lack or an_ insufficient 
amount of endogenous estrogen is present so that 
adequate priming of the endometrium has not oc- 
curred. Second, there is the possibility that an active 
secretory phase is present. In these patients, the 
single dose of progesterone is not effective in altering 
the endogenous progesterone level and, therefore, 
fails to produce withdrawal bleeding. A third possi- 
bility that must be considered if menses fail to occur 
would be the presence of pregnancy. The amenorrhea 
index, a numerical conversion factor based on the 
time of onset of withdrawal bleeding in days, the 
duration of withdrawal bleeding in days, and the ex- 
tent of the withdrawal bleeding induced by the ad- 
ministration of estrogen and progesterone, was de- 
vised in patients with amenorrhea due to either pri- 
mary or secondary ovarian failure. The amenorrhea 
index depends on the relative activity of the estrogen 
administered and provides an accurate measure of 
exogenous estrogenic activity. While the estrogenic 
dosage was varied, the estrogen was always given over 
a 3-week period. Each course of therapy was followed 
by a constant dosage of progesterone of 100 mg. in 
oil intramuscularly. The higher the amenorrhea index, 
the more active and efficacious the progesterone prep- 
aration. The failure of bleeding to occur would indict 
the endometrium as the factor responsible for the 
amenorrhea, provided the possibility of pregnancy or 
persistent corpus luteum is ruled out by biological test 
or pregnanediol determination, respectively. The 
gonadotropic-hormone-administration test, consisting 
of giving 500 units of pregnant mare’s serum 3 times 
a week for 3 weeks, followed by an intramuscular 
injection of 100 mg. of progesterone in oil at the end 
of the gonadotropic therapy, is the final step in the 
identification of the organ responsible, i.e., pituitary 
or ovary. 

In 60 to 70% of patients with secondary or primary 
amenorrhea in whom progesterone alone has been 
effective in inducing withdrawal menstrual periods, 
the periodic administration of progesterone at 
monthly intervals will be of value therapeutically in 
initiating regular monthly menstrual periods. In pa- 
tients with repeated habitual abortions, progesterone 
proved to be of definite value in those whose pregna- 
nediol levels were followed and were shown to be 
below the normal limits for their stage of pregnancy. 
These patients received 1 Gm. of progesterone a day 
by mouth. This procedure appeared to be effective in 
22 of 28 patients in whom this therapy was tried. The 


MEDICAL LITERATURE ABSTRACTS 1021 


effectiveness of therapy was judged by delivery of a 
viable infant or by maintenance of pregnancy beyond 
the time that abortion would normally occur. 


PEDIATRICS 


A Review of Pediatric Meningitis in a General Hos- 
pital over a Ten-Year Period. E. M. Eichhorn and 
]. H. Reid. J. Michigan M. Soc. 56:331-335 (March) 
1957 [St. Paul]. 


The case records of 151 children with meningitis 
admitted between 1945 and 1954 to a general hospital 
with an open staff were reviewed. It was hoped this 
would provide an opportunity to examine the care 
of a serious infectious disease by a presumably aver- 
age cross section of medical practitioners. There were 
34 deaths (22.5%), but the death rate showed a down- 
ward trend and now is down to almost 10%, a rate 
that should be generally obtainable according to re- 
cent reports. Of the 9 infants less than 1 month of 
age, 8 died; and, of 24 infants 1 to 6 months of age, 
7 died. This shows the high mortality rate in the very 
young. Of the patients who survived, 16 had neuro- 
logical residuals. These included mental retardation, 
paralysis, spasticity, convulsions, hydrocephalus, and 
blindness. In addition, subtle damage resulting in per- 
sonality changes, behavior problems, mild retardation, 
and mild spasticity could easily be overlooked in an 
infant. 

To reduce the death rate and the neurological re- 
siduals, early recognition is essential. The symptoms 
and their incidence are listed in 2 tables, the first one 
listing those noted in 115 patients with an acceptable 
history of meningitis; the second listing those in 26 
patients without signs of meningeal irritation. This 
second group included most of the young children. 
In this group 10 died. Once meningitis (or septicemia 
in infants) is suspected, the spinal fluid should be 
examined. By examining spinal fluid stained with 
methylene blue and with Gram’s stain, the physician 
may be able to plan a more effective therapeutic pro- 
gram. The diagnostic program should include blood 
culture as well. Occasionally this will reveal the 
causative organism when spinal fluid culture fails. 
Petechiae also should be scraped for smear and cul- 
ture. In treatment, effective blood and tissue levels 
of antimicrobial agents are most rapidly obtained by 
intravenous administration. When the organism is 
unknown, most patients receive sodium sulfadiazine, 
chloramphenicol, and crystalline penicillin, all in large 
doses. In Hemophilus influenzae infections, chloram- 
phenicol is usually the most effective antibiotic. The 
dose ranges from 75 to 100 mg. per kilogram. Other 
broad spectrum agents and sulfadiazine are useful 
against this organism. H. influenzae type B antiserum 
was believed to have accelerated improvement in 
several patients. 

For meningococcus infections, sulfadiazine is the 
drug of choice. Penicillin is often used with the sulfa- 
diazine. In pneumococcus meningitis penicillin is the 
most effective agent and should be given in doses of 
1,000,000 units every 4 hours. Pseudomonas aerugi- 
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nosa meningitis has a better prognosis now that poly- 
mixin B is available. Of the early complications of 
meningitis, peripheral vascular collapse is the most 
dangerous. The picture of acute adrenal insufficiency 
encountered in the Waterhouse-Friderichsen syn- 
drome calls for treatment with hydrocortisone. Sub- 
dural fluid formation is responsible for many of the 
postmeningitic defects of the central nervous system. 
The diagnosis is made by subdural tap. Indications for 
subdural tap are: failure of the temperature curve to 
show a decline, positive spinal fluid culture after 48 
hours of adequate therapy, convulsions during the 
convalescent period, gross neurological abnormality, 
and enlargement of the head. 


Physiologic Studies on the Cardiovascular Status of 
Normal New-born Infants (with Special Reference to 
the Ductus Arteriosus). F. H. Adams and J. Lind. 
Pediatrics 19:431-437 (March) 1957 [Springfield, I].]. 


Physiological studies were made on 8 normal new- 
born infants between the ages of 7 hours and 14 days. 
Cardiac catheterization, electrocardiograms, and de- 
termination of the heart volume were performed. 
These studies revealed that the pressure adjustments 
within the heart after birth take place gradually, 
within several days and not several minutes as pre- 
viously was assumed. The ductus arteriosus remains 
functionally patent, with predominantly a large left- 
to-right shunt for several days. Changes in the heart 
volume are likely to be related to the presence and 
size of the left-to-right shunt through the ductus 
arteriosus. Determinations of oxygen consumption 
were carried out in 3 infants during the cardiac cathe- 
terization. Using the values based on body weight, the 
oxygen consumption appeared to be normal. Moder- 
ate hypertension of the right ventricle and pulmonary 
artery exists for 3 to 4 days after birth. 


Critical Study of the Functioning of a Nursery Built 
According to the Aseptic Type (Nursery of the Med- 
ical Clinic, Hépital des Enfants-Malades). C. Ger- 
beaux, B. Meyer and P. Mozziconacci. Semaine hdp. 
Paris 33:715-724 (Feb. 22) 1957 (In French) [Paris]. 


The nursery of the Medical Clinic at the Hépital 
des Enfants-Malades in Paris, which is regarded as a 
model of hospital architecture, was specially designed 
to prevent nursery infections. Infections have oc- 
curred, however, proving the existence of some failure 
in planning or operation. A systematic study was 
therefore made to determine, if possible, the nature 
and cause of this failure. The nursery is a large room, 
37 by 9 m., containing a wide central corridor, run- 
ning between and communicating with 2 rows of cu- 
bicles, made entirely of glass, and 2 narrow side cor- 
ridors that have no communication with the cubicles. 
The central corridor is reserved for the physicians and 
nurses. Visitors are not allowed in either the central 
corridor or the cubicles, but may use the side corri- 
dors. Light in abundance comes through large glass 
bay windows and is all the more adequate because 
the partitions are made of glass. The air in the nursery 
comes exclusively from an air-conditioning system, 
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by which it is filtered and kept at a constant tempera- 
ture and a constant degree of humidity. The air js 
delivered through inlets in the upper parts of the 
central corridor and each cubicle. It is then directed 
to the side corridors by floor-level outlets in each cu- 
bicle. The central corridor and the cubicles are thus 
designed to be the bacteriologically pure area of 
the nursery, while the side corridors represent the 
contaminated area through which the bacteria-laden 
air is evacuated. Air-pollution studies showed, how. 
ever, that, although this plan was theoretically sound 
and effective under static conditions, it broke down 
completely in practice, because the drafts created by 
the opening and closing of the doors of the central 
corridor and the cubicles led at once to interchanges 
of pure and infected air, so that the atmosphere was 
permanently contaminated. The only remedy for this 
condition is to make sure that the sterilized air moves 
in one direction only. This one-way movement of air 
can be secured by establishing a higher pressure in 
the cubicles than in the central corridor and main- 
taining it by replacing the ordinary doors with slid- 
ing doors. 

Air-borne bacteria, in spite of their dominant im- 
portance, are not the only causes of nursery infec- 
tions. Other sources of contamination include the 
floors and the methods by which they are kept clean; 
furniture and bedding; and articles used in feeding 
the infants. The milk and bottle nipples are taken 
from the sterilizer immediately before being used, but 
1 or more bottles of fluid are often kept in a cubicle 
to be given to an infant a little at a time. Coverins 
the nipples of these bottles with a compress was 
found to be inadequate and as a result plastic nipple- 
covers that can be sterilized are now used. 

Doctors, nurses, and other workers must observe 
rigid aseptic precautions day and night. Attempts to 
maintain aseptic conditions are certain to fail unless 
the rules in force during the day are kept with equal 
care at night. Asepsis alone, however, is not enough 
in a nursery designed to accommodate both children 
with infection and those without infection. Disinfec- 
tion is also needed. Antiseptic aerosolization proved 
to be an effective method of disinfecting cubicles va- 
cated by patients. Investigation of various methods 
designed to provide continuous disinfection of the 
cubicles during their occupancy by the patient 
showed that none was fully effective. A nursery de- 
signed for asepsis, therefore, can function aseptically 
only if the precautions described are scrupulously ob- 
served. 


A Five Year Follow-up of Coloured Children with 
Kwashiorkor in Cape Town. P. V. Suckling and 
J. A. H. Campbell. J. Trop. Pediat. 2:173-180 (March) 
1957 [New Orleans]. 


Twenty-seven colored children with Kwashiorkor, 
the average age of whom was 16 months, were fol- 
lowed up for 2 to 5 years after the original admission 
to hospital. Poverty is the rule among the colored 
people, and kwashiorkor occurs among the poorest 
of them. Despite a return of the patients to their 
miserable living conditions and an indeterminate diet, 
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the children usually made a good recovery. With 
correct treatment in the hospital, edema, hypoalbu- 
minemia, cutaneous and mucosal changes, pancreatic 
dysfunction, electrocardiographic changes, and _be- 
havior disturbances disappeared rapidly. There was 
no evidence of permanent damage. Growth in height 
was maintained at the same rate as in a reference 
group, and, though at a lower level, it did not differ 
statistically from that in the reference group. Growth 
in weight showed that there was recovery within 2 
years from the malnutrition found on admission and 
that, thereafter, the increase in weight progressed at 
the same rate as in the reference group. Anemia was 
corrected more slowly, but complete recovery oc- 
curred within 5 years. Liver biopsies revealed a com- 
plete recovery from the fatty changes in the liver 
associated with kwashiorkor. The microscopjc fea- 
tures of cirrhosis were consistently absent, although 
1 child had suggestive clinical signs. Other micro- 
scopic abnormalities in the biopsy sections were 
found infrequently and were slight. 


DERMATOLOGY 


Fate of Patients with Pemphigus Under Cortisone 
Therapy. W. Matter. Dermatologica 114:17-26 (Jan.) 
1957 (In German) [Basel, Switzerland]. 


A series of 5 men and 11 women who had pem- 
phigus were treated with cortisone. The ages of the 
patients ranged from 29 to 85 years (average 55). Nine 
of them had pemphigus vulgaris, 2 had pemphigus 
erythematosus, 3 had pemphigus mucosae, 1 had 
pemphigus foliaceus, and 1 had pemphigus vegetans. 
The diagnoses were histologically verified. The pa- 
tient with pemphigus foliaceus had had lesions for 
over 7 years when cortisone therapy was begun, but in 
the other patients the administration of cortisone was 
begun from 1 to 6 months after the onset. Oral ther- 
apy in the form of 25-mg. tablets was the preferred 
form of treatment. By dividing the daily dose and 
giving it at 6-hour intervals a uniform plasma con- 
centration was achieved. Before adequate experience 
had been obtained with cortisone therapy of pem- 
phigus, treatment was begun with a daily dose of 
300 mg., and this was rapidly reduced, but, when 
this form of medication did not prove adequate, the 
initial daily dose was increased to 600 mg. and in 1 
especially severe case to 800 mg. With these large 
doses the rupture of bullae and the general mani- 
festations could be controlled. The large initial dosage 
was gradually reduced by diminishing the daily dose 
by 25 mg. every third day. The daily maintenance 
dose ranged from 150 to 25 mg. The treatment varied 
from case to case. 

A more or less pronounced moon-face and fat de- 
posits at the neck were observed in all of the patients 
after prolonged treatment. Increase in weight like- 
wise occurred in all of the patients, and occasional 
secondary effects were hyperpigmentation, hyperhi- 
drosis, hypertrichosis, loss of hair, and menstrual and 
mental disturbances. Steroid diabetes developed in 
4 patients. Hypocalcemia and hypoproteinemia were 
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observed in a patient who had attacks of tetany. Most 
of the secondary effects could be reduced or counter- 
acted by decreasing or interrupting the cortisone ther- 
apy. Two of the 16 patients died, but their deaths 
could be attributed neither to the pemphigus nor to 
the cortisone therapy. Of the 14 patients who sur- 
vived, 11 were improved to such an extent that they 
could resume their occupations. 


Interdigital Candidiasis in Goose Pluckers. K. Hiibsch- 
mann and P. Fragner. Dermatologica 114:112-117 
(Feb.) 1957 (In German) [Basel, Switzerland]. 


The authors observed skin lesions on the hands of 
women whose work consisted in plucking the feath- 
ers from geese and ducks. The mildest lesions con- 
sisted of redness in one or several of the interdigital 
folds. In the more severe lesions swelling of the skin 
and red to violet discoloration was seen. If the macer- 
ation and epidermal exfoliation persists, triangular 
spots of erosion and rhagades appear in the inter- 
digital spaces. The more severe lesions may be ac- 
companied by itching, burning, and pains. Another 
lesion is to be seen on thumb and forefinger of goose 
pluckers. These areas are subject to mechanical 
trauma during plucking so that the epidermis is 
rubbed off, and suppurations and phlegmons may de- 
velop in fissures. The fact that the hands of the goose 
pluckers are wet led to mycologic studies. When all 
inflammatory lesions yielded Candida albicans, this 
organism was searched for and found also on the 
hands of pluckers that were free from lesions, on the 
feathers and skin of the fowls, in the water basins in 
which the pluckers dipped their hands, and on the 
floors of the workroom. Control studies on the skin of 
healthy persons not engaged in plucking fowls yielded 
a number of fungi, including C. tropicalis, but not C. 
albicans. The authors consider these hitherto-unde- 
scribed lesions of the hand as an occupational disease 
and further comment on the causal factors, They rec- 
ommend that these lesions should be designated as 
interdigital candidiasis, since the older term “monilia- 
sis” applies to other types of fungi. Furthermore, the 
term blastomycetic interdigital erosion should be re- 
stricted to lesions caused by Blastomyces. 


UROLOGY 


Calcic Renoureteral Lithiasis: Etiological Study With 
Reference to 100 Cases Followed on a Urologic Serv- 
ice. B. Fey, M. Legrain and J. Sifalakis. Presse méd. 
65:371-373 (Feb. 27) 1957 (In French) [Paris]. 


The causes of renoureteral lithiasis were studied in 
100 patients who were hospitalized with 1 or more 
radiologically visible stones in the kidneys or ureters. 
Intravenous urography, supplemented in some cases 
by exploration of the lower part of the urinary system 
and retrograde ureteropyelography, was carried out 
in every patient in whom it was not contraindicated. 
The biological investigation comprised assays of urea, 
proteins, chloride, calcium, and phosphorus in the 
plasma and of calcium and phosphorus in the urine 
on 3 successive days, the patients being subjected to 
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moderate calcium restriction, consisting essentially of 
the elimination of milk and milk products from the 
diet. Variations in the urinary pH, urea clearance, 
creatinine clearance, and phenolsulphonphthalein ex- 
cretion were also studied in some patients. Cytological 
and bacteriological studies of the urine were made 
routinely in all. 

The fact that these patients were seen at the 
urologic clinic naturally meant that a significant num- 
ber had severe, complicated lithiasis requiring a wide 
range of urologic operations. One-third of the cases 
were bilateral; 20 patients had coral-like calculi, asso- 
ciated in 14 with contralateral lithiasis, which was 
also coral-like in 6. Two patients had combined 
lithiasis and nephrocalcinosis. The number of simple 
ureteral calculi was, by contrast, comparatively small 
—only 29. The calculi were composed essentially of 
calcium oxalate or calcium phosphate. More than 1 
operation was required by some of the 68 patients 
treated surgically, so that the total number of opera- 
tions was 91 (22 ureterotomies, 43 simple pyelotomies, 
7 extended pyelotomies, 8 nephrotomies, 10 nephrec- 
tomies, and 1 partial nephrectomy). 

The etiological study of the lithiasis in these pa- 
tients revealed recognized causative factors that were 
anatomic in 14, metabolic in 16, and mixed in 3. The 
fact that several factors were often present in a single 
patient illustrates the importance of making both 
anatomic and biological studies in patients with lith- 
iasis. The metabolic causes may be either extrarenal, 
e. g., hyperparathyroidism with massive hypercal- 
ciuria, or renal. The large number of cases (67) in 
which it was not possible to find a definite cause for 
the lithiasis was due partly to the strict criteria 
adopted by the authors. They believe, however, that 
the causes of lithiasis are actually innumerable and 
that calculi are often the result of a transient dis- 
turbance of variable duration. The cause (extreme 
oliguria, infection, temporary immobilization, faulty 
diet, etc.) disappears, but the microcalculus to which 
it gives rise persists and develops independently, 
often helped by the existence of anatomic defects 
favoring stasis and infection. Renal lithiasis should be 
regarded as a symptom and not a disease, and the 
permanent and transient causes to which it is due 
should be rigorously investigated. The exact part 
played in its development by infection and hyper- 
calciuria, for instance, is still to be determined. 


Clinical, Histological, and Prognostic Comments or 
25 Cases of Neoplasm of the Kidneys. F. Rouffilange 
and J. Cornu. Semaine hdp. Paris 33:464-471 (Feb. 6) 
1957 (In French) [Paris]. 


The authors report on 20 men and 3 women be- 
tween 21 and 79 years of age, a 7-year-old girl, 
and a 4-month-old baby girl with neoplasm of the 
kidneys. Hematuria was present in 13 patients and 
fever in the absence of leukocytosis in 4. Abdominal 
pain simulated appendicitis in 1 patient. Laparotomy, 
performed as an emergency procedure in another 
who had an acute abdominal syndrome with marked 
tenderness and meteorism, revealed a large retroperi- 
toneal hematoma caused by bleeding from the renal 
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tumor. Cancer of the left kidney was associated with 
subacute nephrosis, azotemic albuminuria, hyperten- 
sion, and the congenital malformation of a double 
ureter in 1 patient. Because of the relatively large 
number of atypical manifestations that delayed the 
correct diagnosis in some of the 25 patients, roentgeno- 
logic examination of the urinary tract is the diagnostic 
method of choice in patients with a tumor in the 
hypochondrium, an acute abdominal syndrome, and 
unexplained fever. Pulmonary metastases were pres- 
ent in 6 patients, metastases of the liver in 4, and bone 
metastases in 2. 

Microscopic examination of the tumor specimen 
was done in 23 patients and revealed an epithelioma 
of the excretory ducts in 18, an epithelioma at the 
origin of the papillary ducts in 1, and a nephroblas- 
toma in the 2 children and in 2 adults, aged 21 and 45 
respectively. Of the 25 patients. 2 were lost to follow- 
up, 7 were not followed up long enough (4 to 27 
months) after nephrectomy, and 11 of the remaining 
16 patients died from 3 day to 3 years after the op- 
eration. Two patients died after 4 years 2 months and 
4 years 3 months respectively, and 3 survived for 6 
vears after nephrectomy. These data confirm the well- 
known polymorphism of carcinoma of the kidney. 
Misleading and atypical manifestations are more fre- 
quent than generally believed. Prognosis is not re- 
liable. Clinical, operative, and microscopic findings 
do not offer sufficient aid to prognosis. Nephroblas- 
toma is not limited to very young persons but may 
also occur in adults. Nephrectomy is the only treat- 
ment that offers any hope in patients with carcinoma 
of the kidney. Radiotherapy is ineffective in patients 
with epithelioma, but it may be a valuable adjuvant 
to nephrectomy in patients with nephroblastoma. It 
should be used systematically in young adults with a 
tumor of the kidney, when the histological type is 
not known and when a nephroblastoma may be sus- 
pected because of their age. 


OPHTHALMOLOGY 


On the Frequency of Congenital Dyschomatopsia in 
Men. J. Francois, G. Verriest, V. Mortier and R. Van- 
derdonck. Ann. ocul. 190:5-16 (Jan.) 1957 (In French) 
[Paris]. 


Knowledge of racial differences in the frequency of 
the various types of congenital dyschromatopsia is still 
fragmentary. Publication of the authors’ findings in 2 
groups of subjects and a comparison of these findings 
with those of others, therefore, seemed advisable. 
The first group contained 1,243 unselected boys in 
technical and junior high schools who had been given 
a vocational orientation examination: 112 were found 
to have disturbances of color vision. The second group 
contained 21 other persons with congenital dyschro- 
matopsia discovered in individual examinations, only 
one of which was requested because of the ocular 
abnormality. This second group could not be used in 
studying the frequency of the various forms of con- 
genital dyschromatopsia in the total male population. 
but it could be considered in relation to their com- 
parative frequency. 
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The definitive diagnosis, based, as a general rule, 
on the results of anomaloscopic examination, was al- 
most always the same as the provisional diagnosis, 
which was based solely on the results of the Ishihara, 
Tritan-plate, Polack, and Panel D-15 tests, the only 
exceptions occurring in a few patients in the first 
group. The dyschromatopsia was probably acquired 
in 2 patients: 1 had deuteranomalopia, associated with 
a pigmentary retinopathy, and 1 had _pseudopro- 
tanomalopia, associated with severe myopia. These 2 
patients with acquired dyschromatopsia and certain 
others on the borderline of protanomalopia were ex- 
cluded in spite of their misreading of the pseudoiso- 
chromatic plates. The patients with congenital dys- 
chromatopsia then numbered 107, or 8.6%, which 
agrees well with the rate found in other Europeans. 
The percentage is often lower among non-Europeans. 
The comparative frequencies of the various types of 
dyschromatopsia in this series were protanopia, 11%; 
deuteranopia, 17.1%; protanomalopia, 11.8%; deu- 
teranomalopia, 57%; tritanomalopia, 0.8%; and weak- 
ened discrimination, with normal mean equation at 
the anomaloscope and without distinct confusion- 
axes, 2.3%. 


Why Total Iridectomy? F. Klemens. Klin. Monatsbl. 
Augenh.130:7-11 (No. 1) 1957 (In German) [Stuttgart, 


Germany]. 


The author believes that total iridectomy involves 
unnecessary mutilation of the eye. Commenting on 
iridectomy in cataract operations and particularly in 
glaucoma, he cites the opinions of von Graefe, Czer- 
mak, and Poos on the aim and effect of iridectomy in 
glaucoma. He gained the impression that peripheral 
iridectomy produces results that are not inferior to 
those achieved by total iridectomy, and investigated 
the intraocular pressure regulation in 32 of 40 patients 
in whom he performed peripheral iridectomy for 
glaucoma. He found that 29 of the 32 patients that 
could be followed up showed a favorable pressure 
regulation after peripheral iridectomy. This is about 
the same incidence of favorable effects on pressure 
reported by those who perform total iridectomy. 
Peripheral iridectomy, however, has definite advan- 
tages over total iridectomy as regards pupillomotor, 
optic, and cosmetic effects. The hypothesis advanced 
by Poos on the mode of action of total iridectomy is 
criticized by the author. 


Mydriatic Action of Penthienate Bromide: A Possible 
Substitute for Atropine. R. Joseph and A. Sorsby. 
Lancet 1:601-603 (March 23) 1957 [London]. 


Synthetic antispasmodic drugs intended chiefly for 
use in spastic disorders of the gastrointestinal tract 
have many of the actions of atropine and, as such, 
may be of value as mydriatics or cycloplegics. Eight 
such substances, varying in toxicity and chemical 
structure, were investigated experimentally in rabbits 
to assess their suitability for clinical use as drops or 
as subconjunctival injections. Of the 8 agents investi- 
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gated the tolerated systemic dose in man was not 
known for the 2 substances designated as no. 4075 
and no. 2515. Both these could, however, be excluded 
from further trial, because, with the greatest possible 
concentration for the one and the greatest tolerated 
concentration for the other, no adequate mydriasis 
was obtained. The 6 remaining agents fell into 2 dis- 
tinct groups: (1) those with which local tolerance was 
the limiting factor, viz., adiphenine hydrochloride 
(Trasentine), propantheline bromide (Probanthine), 
and tricyclamol chloride (Lergine); and (2) scopola- 
mine butylbromide (Buscopan), oxyphenonium bro- 
mide (Antrenyl), and penthienate bromide (Mon- 
dronal) in which the limiting factor was a low systemic 
dose. In the largest permissible doses, adiphenine 
and propantheline were the least promising and pen- 
thienate the most promising as mydriatics. 

Of the 4 agents selected for clinical trial in 50 pa- 
tients, the only agent that gave adequate and _ per- 
sistent mydriasis was penthienate. In 18 patients who 
were sensitive to atropine and in 19 with different in- 
flammations of the eye, penthienate as drops or as 
subconjunctival injections was as effective as atropine 
and Mydricaine. As drops it was used in a concentra- 
tion of 2%—the greatest permissible on systemic dos- 
age. As subconjunctival injections it was given in 
doses of 2 mg. in 0.5 ml. of water, with 0.2 ml. 
(3 minims) of a 1:1000 solution of epinephrine added. 
It seems likely that penthienate is equal to atropine as 
a mydriatic and is probably devoid of any tendency 
to produce irritation. 


OTOLARYNGOLOGY 


Treatment of Radiation Necrosis of the Soft Tissues of 
the Oral Cavity: A Report of Two Cases. ]. H. Klock. 
Eve, Ear, Nose & Throat Month. 34:164-167 (March) 
1957 [Chicago]. 


While malignant growths of the oral cavity may be 
destroyed by irradiation, massive necrosis may occur 
later. In about half of such cases, the necrosis occurs 
more than 2 years after the cessation of the radiation 
therapy. In both of the cases presented, a total of 
7.000 r had been applied to a lesion in the oral cavity 
with the aid of an intraoral cone. When the necrosis 
developed in the Ist patient more than 2 years after 
completion of the irradiation, she was unable to 
swallow and lost much weight. She required morphine 
or codeine every 3 hours to control the extreme pain. 
The ulcer was located at the site of the original 
growth, a squamous cell carcinoma of the soft palate. 
It was a deep, punched-out lesion, slightly over 1 cm. 
in diameter, and inflammatory lesions extended later- 
ally across the entire soft palate. Surgical cement was 
placed over the lesion. Before inserting the appliance 
in the mouth, however, the surgical paste was covered 
with petroleum jelly to prevent burning. After about 
15 minutes, the pain disappeared completely and 
during the entire course of treatment no further seda- 
tion was necessary. Swallowing became painless, and 
the lesion healed. 
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In the 2nd patient an appliance was made by in- 
corporating surgical cement into a large piece of 
cotton, which was packed into the floor of the mouth, 
pressing against the teeth for retention, and pressing 
against the base of the tongue to make speech difficult, 
thus encouraging rest of the tongue. Here again com- 
plete healing resulted. The author emphasizes the 
following points with regard to the treatment of these 
lesions: 1. The lesion should be covered by an ap- 
pliance whose function it is to immobilize the part 
and to protect and hold various medications, espe- 
cially those with analgesic and bactericidal qualities. 
2. Mouth washes and other antiseptics may be used 
at periods when the appliance has been removed. He 
found an aqueous solution of 5% urea helpful, but, on 
the whole, mouth washes are of little value. 3. Since 
the systemic resistence is usually low, adequate nutri- 
tion is important. The role of the antibiotics appeared 
to be relatively unimportant in these cases. The Ist 
patient responded well without antibiotics, and the 
2nd patient did not seem to benefit from their use. 


Problem of the Relationship Between Histological 
Structure and Clinical Course of Carcinoma of the 
Larynx. H. Bliimlein. Arch. Ohren- Nasen- u. Kehl- 
kopfh. 170:317-323 (No. 4) 1957 (In German) [Berlin]. 


Microscopic examination of 442 malignant tumors 
of the larynx showed that all the tumors were of epi- 
thelial origin; they were pavement epitheliomas, with 
and without cornification. A tendency to cornification 
is considered as a sign of high maturation of tissue. 
Consequently, the operative specimens obtained from 
51 patients who died of cancer of the larynx were 
examined microscopically in an attempt to find out 
whether prognostic conclusions may be drawn from 
this tendency. All the specimens were from tumors 
that had not progressed outside the limits of the en- 
trance to the larynx. The patients did not have lymph 
node metastases, and, after laryngectomy, they were 
given roentgenotherapy to the areas of the regional 
cervical lymphatics. All the patients died after a local 
recurrence of the tumor or after the occurrence of 
lymph node metastases. A definite tendency to cornifi- 
cation was observed in only 30 of the 51 tumor speci- 
mens. An unequivocal relationship between the histo- 
logical structure of the tumor and the course of the 
disease could not be established, even with the aid of 
Broders’ malignogram principle. On the contrary, it 
was found that carcinomas of the larynx with a high!y 
malignant cell appearance do not necessarily have an 
unfavorable prognosis. Total extirpation of the larynx 
had been performed according to generally accepted 
indications in 10 patients chosen at random. The mi- 
croscopically examined specimens were obtained from 
the center of the removed tumor. Four showed a ten- 
dency to cornification and 6 did not. All these patients 
were free of recurrence 5 years after the laryngec- 
tomy, and metastases of cervical lymph nodes were 
not recognizable. Variations in the individual course 
of the disease seem to depend on still-unknown fac- 
tors in addition to the location and the extent of the 
tumor. 


J.A.M.A., June 29, 1957 


INDUSTRIAL MEDICINE 


The Rehabilitation of Patients with Myocardial Ip. 
farction. H. Abendroth. Miinchen. med. Wcehnschr. 
99:178-181 (Feb. 8) 1957 (In German) [Munich, Ger. 
many]. 


Cardiovascular disturbances, particularly myocar. 
dial infarction, not only stand high on the list of 
causes of death but also are a frequent cause of earl) 
invalidism. The author, being connected with the sick- 
ness insurance of workers in the mining industry, is 
particularly concerned with the rehabilitation of pa- 
tients with myocradial infarcts. He believes that it is 
not sufficiently realized in general practice that myo- 
cardial infarction may take an atypical course, its 
pathogenesis being quite complex. Functional disturb- 
ances may precede the attack. Some patients with 
emotional instability for whom coping with the diff- 
culties of daily life is difficult seem not only to be 
predisposed to myocardial infarction but also to react 
to it more severely than others. On the basis of a case 
history, the author shows that a severe emotional up- 
set may bring on an infarction. He suggests that 
mental shock may elicit coronary spasms. Since psy- 
chological factors may play a part in the causation, 
psychotherapy should not be neglected in the treat- 
ment. Cooperation between the family physician, the 
physician representing the company holding the sick- 
ness insurance, and the employer or industrial physi- 
cian is necessary for the recovery and rehabilitation 
of the patient. 

Prevention of psychological! shock and strain is im- 
portant after the patient returns to work. The author 
recently observed 2 patients who died from a recur- 
rent infarct that developed after a psychological shock 
on returning to work. Of 95 employees in an industrial 
plant (including 6 women) who were treated for 
myocardial infarction between 1949 and 1956, 24 died 
while hospitalized, and 19 died during the 6 years 
after leaving the hospital. Of the 52 who survived, 30 
were in industrial employment, 4 had not returned to 
work, 15 had retired, and 3 were housewives. 


THERAPEUTICS 


Shock and Anuria After Restinil Intoxication. P. V. 
Riising. Ugesk. leger 119:195-196 (Feb. 14) 1957 (In 
Danish) [Copenhagen]. 


A case regarded as one of Restinil intoxication oc- 
curred in a woman, aged 23, previously well, who was 
given 400 to 800 mg. of Restinil daily for a month 
because of muscular tension. She was admitted in a 
state of acute shock, with vertigo, vomiting, diarrhea. 
hypotension, and strabismus. In the course of 2 days 
an ischemic renal disorder with anuria and uremia 
developed. The anuric phase lasted 10 days. After 30 
days the patient was discharged as cured, with renal 
function 67% of the normal. 
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PATHOLOGY 


Investigations on Growth Stimulation of Candida Al- 
bicans by Antibiotics. J. Meyer-Rohn and T. Lange- 
Brock. Arch. klin. u. exper. Dermat. 204:58-69 (No. 1) 
1957 (In German) [Berlin]. 


The authors list the theories that have been ad- 
vanced to explain the increased growth of Candida 
albicans on the respiratory, gastrointestinal, and gen- 
ital mucosa during treatment with antibiotics and 
show that the mechanisms involved in this form of 
candidiasis have not been completely clarified. They 
carried out in vitro tests, using Warburg's respiration 
technique, to ascertain the possibility of a direct 
growth stimulation of C. albicans by antibiotics. Be- 
fore describing their experiments with the various 
antibiotics, they present, as an illustration of a growth- 
promoting action, the acceleration of multiplication 
of organisms by biotin. After studying penicillin, ery- 
thromycin, chlortetracycline, oxytetracycline, chloram- 
phenicol, steptomycin, and bacitracin, they found that 
only bacitracin and streptomycin showed significant 
effects, and these also increased the rapidity of multi- 
plication of the test organism. Penicillin showed a 
much lesser and chloramphenicol a just perceptible 
growth-promoting effect, whereas erythromycin, chlor- 
tetracycline, and oxytetracycline exerted no effect 
whatever on the oxygen consumption of C. albicans. 

Taken by themselves these results do not permit 
definite conclusions regarding the growth-promoting 
effects on the test organism that occur during the 
therapeutic application of antibiotics. The so-called 
direct stimulation must be compared with the influ- 
ence of changes resulting from the microbiological 
adjustment in the oral and intestinal floras, and this 
should finally decide its practical significance. The 
authors also studied the influence that is exerted by 
the vitamin B complex, because it is often used as an 
adjuvant during antibiotic therapy. Under the same 
conditions, the vitamin B complex exerted a growth- 
promoting effect on C. albicans, and on the basis of 
this observation the authors suggest that, if vitamins 
are given during antibiotic therapy, they should be 
administered parenterally rather than orally. 


The Types of Tubercle Bacilli in Lupus and Scrofulo- 
dermia. A. S. Griffiths. J. Hyg. 55:1-26 (March) 1957 
[London]. 


The studies reported here were carried out by the 
author over a period of many years, before he died in 
1941. Cultures of Mycobacterium tuberculosis were 
obtained from 200 patients with lupus vulgaris. Ac- 
cording to their cultural characteristics the strains 
could be divided into 2 main groups, 1 containing 
102 strains with the characteristics of human tubercle 
bacilli and the other containing 102 strains with the 
characteristics of bovine tubercle bacilli. Virulence 
tests were carried out on a large number of animals. 
Studies were made also on 60 patients with scrofulo- 
derma. From 38 patients bacilli of the human type 
and from 22 those of the bovine type were cultivated. 
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Five patients were studied in whom lupus and scro- 
fuloderma coexisted. It was found that tuberculosis of 
the skin is often associated with the presence of hu- 
man or bovine tubercle bacilli of attenuated virulence. 
In the present series, 63.2% of strains associated with 
lupus and 17% of those associated with scrofuloderma 
were attenuated. Such strains are rarely found in 
other forms of human tuberculosis. The attenuation 
of a large proportion of strains associated with lupus 
is due to residence in the skin. No other tissue of the 
body seems to have this effect. The observations re- 
corded confirm the thesis that these atypical strains 
of tubercle bacilli are not separate types but represent 
temporary or quasi-permanent alterations in virulence 
of strains of 1 or the other of the 2 types infecting 
man. It is clear that the cultural characteristics of 
tubercle bacilli are much more stable than their viru- 
lence. In no patient in whom reexamination of the 
lupus lesion was made (often many years later) was a 
change in the cultural characteristics observed. 


A Technical Improvement of Direct Platelet Counting 
by Phase Contrast Microscopy: A Special “Thin-Bot- 
tom” Counting Chamber. A. M. Marmont and S. 
Giacca. Acta hamat. 17:169-175 (March) 1957 (In 
English) [Basel, Switzerland]. 


The authors describe the advantages and the optical 
devices that are required for the counting of platelets 
with the aid of the phase-contrast microscope. They 
emphasize the advantages of a specially designed 
counting chamber with a thin, flat bottom allowing an 
optimal phase-contrast effect. Counts were performed 
according to the Feissly-Liidin cocaine technique and 
the Brecher-Cronkite ammonium oxalate method. Ex- 
cellent results were obtained by both methods, but the 
former proved more satisfactory in thrombocytopenic 
states, because it permitted the counting of higher 
concentrations of platelets. 


The Etiology of Sarcomas. |. Kérbler and P. Frank 
Arch. Geschwulstforsch. 10:168-178 (No. 2) 1957 (In 
German) [Leipzig, Germany]. 


Sarcomas develop in the mesenchymal tissues such 
as bones, muscles, ligaments, tendons, fat, and con- 
nective tissue. These tissues have no contact with the 
external or internal surfaces of the body and, there- 
fore, have no contact with the noxious substances in 
the environment. Ionizing radiation is the only ex- 
ternal noxious factor known to play a part in the 
causation of sarcoma, and, aside from other short- 
wave radiant energy, cosmic rays have been thought 
of as a possible cause of sarcoma. The authors ana- 
lyzed the records of the 467 patients with sarcoma. 
This number included 259 men and 208 women. The 
average age of these patients was less than 40 years, 
whereas the average age of 8,543 patients with car- 
cinoma was 51 years for women and 60 years for men. 
Analysis of the ages of the patients with sarcoma 
revealed a curve with 2 peaks in contradistinction to 
the age-distribution curve in patients with carcinoma, 
which increases at a uniform rate. 
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The 2 peaks in the age-distribution curve suggest 
that 2 factors play a part in the pathogenesis of carci- 
noma. One of these causes seems to become active 
around the age of 20 years, and the other at about the 
age of 50. In the group of young patients, the sar- 
comas are located chiefly in the extremities and in the 
mediastinum, that is, in parts of the body most subject 
to growth changes at this age. The pathogenetic factor 
that does not become manifest until about the age of 
50 is probably to be found in an external noxious fac- 
tor, possibly in cosmic radiation. The seasonal fluctua- 
tions, that is, the high rate of onset during winter and 
spring of leukemias and sarcomas, seem to point in 
this direction, since cosmic radiation also exhibits sea- 
sonal fluctuations. It is suggested that cosmic radia- 
tion is a factor eliciting mutations. The frequent de- 
velopment of sarcoma in mature and in immature 
testes also seems to point to this factor. 


Behavior of the Chloranilic Acid Test in the Course of 
Viral Hepatitis. A. Bozzo and B. Gallo. Minerva med. 
48:168-170 (Jan. 20) 1957 (In Italian) [Turin, Italy]. 


Specimens of serum from 102 patients with viral 
hepatitis were subjected to the thymol turbidity, the 
Takata-Ara, the Hanger’s, and the chloranilic acid 
tests, and the bilirubin level was determined. In the 
chloranilic acid test 0.1 ml. of serum is mixed with 2 
ml. of a reagent containing chloranilic acid, sodium 
chloride, and glacial acetic acid. Normal serums give 
a heavy precipitate with clear or opalescent super- 
natant liquid, while serums with strongly positive re- 
actions give no precipitate but remain turbid or trans- 
lucent despite centrifuging or standing over night. 
The chloranilic acid test was always negative even 
when other tests were partially or completely positive. 
A previous study on the serum from 22 patients 
showed that the relationship between the positivity or 
negativity of the chloranilic acid test and the positivity 
or negativity of the Takata-Ara test is less than Closs 
claimed. The chloranilic acid test is positive like all 
the other tests in patients with hepatic cirrhosis, but 
it is constantly negative, although the other tests are 
frequently positive and at times markedly so, in pa- 
tients with dysprotinemias due to nonhepatic causes. 


The Phosphoremic Curve After the Ingestion of Glu- 
cose in Patients with Liver Disease. G. Ghiotto and 
G. de Sandre. Arch. sc. biol. 41:19-29 (Jan.-Feb.) 1957 
(In Italian) [Bologna, Italy]. 


The efficiency of phosphorylating capacities was 
studied by observing the behavior of phosphoremia 
after the ingestion of glucose in 6 patients with acute 
hepatitis, in 5 with chronic hepatitis, and in 4 with 
mechanical icterus due to neoplastic occlusion of the 
ductus choledochus. All patients had hyperbilirubi- 
nemia, with increase of the direct fraction and fre- 
quent bilirubinuria and urobilinuria. The protein 
content was modified, the eucolloid serum tests gave 
positive results, the sedimentation rate was high, and 
the albumin-globulin relationship was reversed. Every 
morning each patient received by mouth 1 Gm. of 


J.A.M.A., June 29, 1957 


glucose per kilogram of body weight. The serum 
values for glucose and for acid-soluble inorganic 
phosphorus were determined on blood samples taken 
30, 60, 120, and 180 minutes after the ingestion of the 
glucose. The phosphoremic curve did not change in 
patients with hepatic cirrhosis, and it was lower than 
normal in patients with acute hepatitis. A paradoxical 
elevation of phosphoremia occurred in patients with 
occlusive icterus. The authors believe that this was 
due to the increased dephosphorylating activity, which 
frees the phosphorus from its esters. 


Treatment of Hemotological Neoplasias with Nitrogen 
Oxide Mustard. W. Horlin and W. Schmitt. Deutsche 
med. Wchnschr. 82:247-250 (Feb. 15) 1957 (In Ger- 
man) [Stuttgart, Germany]. 


Methy]-bis (8-chlorethyl)-amjne-N-oxide-hydrochlor- 
ide (nitrogen oxide mustard) was given to 8 patients, 
between the ages of 17 and 40 years, with lympho- 
granulomatosis, 4 patients, between the ages of 42 and 
68 years, 2 with reticulosis, 1 with malignant mela- 
noma, and 1 with pleural endothelioma, and 10 pa- 
tients, between the ages of 29 and 66, with various 
forms of leukemia. An increase in body weight oc- 
curred in all 8 patients with lymphogranulomatosis. 
The sedimentation rate decreased in 5 patients in 
whom it was increased before the therapy with nitro- 
gen oxide mustard. Increases occurred in the number 
of erythrocytes and in hemoglobin values. The size of 
the enlarged lymph nodes decreased. The total dose 
of the drug in these 8 patients varied from 725 to 
4,400 mg. Maintenance treatment after discharge from 
the hospital with a dose of 25 mg. twice a week 
proved adequate. 

These results suggest that nitrogen oxide mustard 
is a valuable drug for the treatment of patients with 
lymphogranulomatosis. The 2 patients with reticulosis 
and the patient with pleural endothelioma showed a 
favorable response to nitrogen oxide mustard. Weekly 
doses of 25 or 50 mg. of the drug were sufficient for 
the control of the tumor. The patient with malignant 
melanoma was a therapeutic failure. Of the 10 pa- 
tients with various forms of leukemia, 1 woman with 
recent chronic granulocytic leukemia responded satis- 
factorily to the drug, while 2 in the terminal stage of 
granulocytic leukemia showed only a brief temporary 
improvement. Two patients with acute paramyelo- 
blastic leukemia were therapeutic failures. Death was 
delayed for several weeks or months in 2 patients with 
chronic paramyeloblastic leukemia, and moderate im- 
provement was obtained in 1 of 3 patients with chronic 
lymphocytic leukemia. Single doses of 25 mg. of the 
drug were well tolerated by all 22 patients. Nausea 
and vomiting occurred in some patients to whom 50 
mg. were given. Antihistamine and antiemetic drugs 
prevented vomiting in several patients, but continued 
nausea required withdrawal of the drug in some of 
them. Thromboses were not observed in the veins 
into which the drug was injected, in contrast to their 
frequent occurrence in patients treated with nitrogen 
mustard. Agranulocytosis, leukopenia, and renal in- 
sufficiency did not occur. 
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RADIOLOGY 


Radiation Exposure of Pediatricians. P. J. Valaer and 
M. R. Zavon. Am. Indust. Hyg. A. Quart. 18:35-41 
(March) 1957 [Chicago]. 


The work habits and equipment of 44 pediatricians 
who use fluoroscopes in office practice were studied in 
an attempt to determine exposure to ionizing radiation. 
Several pediatricians shared offices, and the study, 
therefore, was confined to 34 fluoroscopes representing 
14 different makes. Time-of-use data were obtained 
on 29 of the 34 fluoroscopes with the aid of a time 
totalizer made expressly for this study. Sixteen fluoro- 
scopes were used less than 12 minutes a week, and 3 
were used for more than 7 minutes a week, the longest 
time of use being 11.75 minutes a week. A laboratory 
coat with 10 pocket chambers was given to each 
pediatrician for a week to be worn during fluoroscopy. 
The pocket chambers were at various places about 
the body to determine exposures at these various 
points. All chambers worn by 31 pediatricians recorded 
less than 50 mr. Five pediatricians had 1 or 2 cham- 
bers that went beyond the 200 mr chamber scale. 
Measurement of useful beam dose rates showed that 
6 fluoroscopes exceeded 20 r per minute. The highest 
reading was 37.5 r per minute. Sixteen ranged from 
10 to 20 r per minute and 12 showed less than 10 r 
per minute. Five of the men examined revealed some 
evidence of radiation damage to the skin of the hands 
or feet or both. 

Most of the exposures were low compared with the 
present maximum permissible limits. The low ex- 
posures, however, were not due to intrinsic protection 
or necessarily to good technique but rather to the low 
work load. Those receiving the highest doses always 
had recognizable and remediable reasons for this ex- 
posure. Three of these men wore no protective gar- 
ments. One used a hand fluoroscope. The eyes of 
more than 50% of the pediatricians studied did not 
dark adapt, and many did not possess the dark red 
goggles that make possible the performance of many 
office tasks during dark adaptation. Measurement of 
stray radiation showed that there is much room for 
improvement in the protection provided in the fluoro- 
scopic equipment. The protection afforded by a 
leaded apron depends on its lead equivalent and also 
on the area it covers. It should be worn in such a 
manner that covering for all of chest and shoulders 
is provided. 


Nucleography in Injuries of the Lower Thoracic and 
Lumbar Vertebral Column. A. Grassberger and R. 
Seyss. Ztschr. Orthop. 88:344-348 (No. 3) 1957 (In 
German) [Stuttgart, Germany]. 


Myelography visualizes mostly the posterior parts 
of vertebrae and intervertebral disks, and has been 
found helpful in injuries of the cervical portion of the 
vertebral column, but, since most injuries of the lower 
vertebral column are flexion fractures in which the 
anterior parts of vertebral bodies and disks are dam- 
aged, the authors regard nucleography as more valu- 
able. This method, in which the nucleus pulposus is 
filled with an aqueous contrast medium, has been 
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used mostly to demonstrate degenerative changes in 
spondylosis or in herniation of the nucleus pulposus, 
but the authors found that such examination was very 
informative in vertebral injuries. They never experi- 
enced undesirable side-effects with nucleography, 
provided it was used in suitable and properly selected 
cases, that is, never in the presence of destructive 
processes or in compression fractures with wedging-in 
of the vertebral bodies. They also dispensed with 
nucleography, when, in the roentgenogram made 
without contrast medium, the intervertebral disk was 
so narrow that puncture from the dorsal direction 
seemed ineffective. In such cases it is sometimes pos- 
sible to reach the nucleus extradurally from the lateral 
direction. Extreme narrowness of the intervertebral 
disk in itself, however, is generally an indication of 
an injury. 

Nucleography is indicated particularly, when the 
intervertebral disk is of normal width but the ver- 
tebral body is broken, in order to demonstrate whether 
the intervertebral disk has been injured. On the basis 
of brief histories of 5 patients with injuries of the 
thoracic and lumbar vertebral column, the authors 
emphasize that nucleography is indicated in new in- 
juries of the vertebral bodies in which the anterior 
edge is damaged, shifted, or compressed in the pres- 
ence of an unaltered width of the intervertebral cleft. 
Nucleography can be performed as soon as shock has 
subsided. In long-standing vertebral injuries, nucleog- 
raphy is advisable for the demonstration of possible 
injuries of the intervertebral disk as well as for the 
evaluation of the intervertebral disks of the adjacent 
vertebrae. It is the best method for the verification 
of a traumatic herniation of the nucleus pulposus. 


Carbon Dioxide as a Contrast Medium for Roentgen- 
ography of the Heart and Vessels. F. Grosse-Brockhoff, 
D. Koch, F. Loogen and others. Fortschr. Geb. 
Rontgenstrahlen 86:285-291 (March) 1957 (In German) 
[Stuttgart, Germany]. 


In studies on gas embolism, American authors con- 
cluded that the injection of carbon dioxide into the 
blood stream did not cause the threatening complica- 
tions produced by air, oxygen, or nitrogen. This cor- 
roborated the conclusion in earlier experiments on 
anesthetized dogs, that repeated injections of carbon 
dioxide caused no complications, whereas the injec- 
tion of the same amounts of air resulted in death. This 
difference in tolerance for different gases is explained 
by physical factors, particularly by the solubility in 
blood. The authors describe experiments on dogs 
demonstrating that carbon dioxide can be used as a 
contrast medium for the visualization of the chambers 
of the heart and of the large vessels. Comparatively 
large amounts of carbon dioxide must be injected 
rather rapidly to produce suitable roentgenograms. 
The authors used the method also on humans. 

Intravenous injection or the injection into the right 
side of the heart will visualize only the venous por- 
tions. If no right-to-left shunt exists, a visualization 
of the chambers of the left side of the heart is not to 
be expected with the intravenous injection of the con- 
trast medium, and so further studies were concerned 
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with the question of whether large amounts of carbon 
dioxide could be injected intra-arterially. It was found 
that 200 cc. of carbon dioxide could be injected rapid- 
ly and even repeatedly into the femoral artery for the 
purpose of making arteriograms of the extremities. 
Studies on the injection of carbon dioxide into the 
thoracic or abdominal aorta are not as yet conclusive, 
but the authors believe that measures should be taken 
to avoid the entrance of large quantities of carbon 
dioxide into the coronary arteries and the brain, be- 
cause convulsions resulted in 1 of their patients but 
subsided again without serious sequelae. They con- 
clude that carbon dioxide can be used as a contrast 
medium in the radiologic study of the heart and 
vessels. 


The Roentgenologic Aspects of Lung Carcinoma and 
Failure to Recognize Them. J. C. Gerrits and J. A. 
Rodbard. Nederl. tijdschr. geneesk. 101:345-350 (Feb. 
23) 1957 (In Dutch) [Haarlem, Netherlands]. 


The 4 most significant roentgenologic aspects of 
pulmonary carcinoma are an enlarged hilus, atelec- 
tasis, pulmonary abscess, and a round shadow. An 
analysis of the 398 patients with pulmonary carcinoma 
observed from 1950 to 1953 at an Amsterdam hospital 
revealed that an enlarged hilus was present in 18%, 
atelectasis in 47%, pulmonary abscess in 4%, and 
round shadow in 31%. In reevaluating the roentgeno- 
grams made before admission in order to ascertain 
whether the diagnosis could have been made earlier, 
the authors found that in 53 the true diagnosis had 
been missed, causing an average delay in treatment 
of 12 months. Although the diagnosis was never 
missed when there was complete atelectasis of a lobe 
or segment, the obstructive infiltration resulting from 
bronchostenosis was mistaken for tuberculosis in 17 
patients, causing an average delay in treatment of 
16.5 months. In patients with an enlarged hilus the 
diagnosis of cancer was missed in 22 patients, causing 
an average delay of 10 months; and in the presence 
of a round focus the diagnosis was missed 4 times, 
with an average delay of 6 months. The diagnosis was 
also missed in 4 patients with pleurisy, 3 with abscess, 
1 with bronchiectasis, and 2 with a valvular bron- 
chostenosis. There is no difference in prognosis with 
the various roentgenologic manifestations of pul- 
monary carcinoma. 


PHYSIOLOGY 


Effects of Isometric and Isotonic Exercises on Elbow 
Flexor Muscle Groups. D. K. Mathews and R. Kruse. 
Res. Quart. 28:26-37 (March) 1957 [Washington, D. C.]. 


Of 120 male college students, 60 were tested with 
respect to the effects of isometric exercises on the 
elbow flexor muscle group and the other 60 with re- 
spect to the effects of isotonic exercises on these 
muscles. The men in the isotonic unit exercised to 
exhaustion on the Kelso-Hellebrandt ergometer with 
a weight load equal to three-sixteenths of their maxi- 
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mum strength. The men in the isometric unit exer- 
cised by exerting maximum effort in 3 consecutive 
6-second pulls on a strap. The 2 exercise units were 
divided into 4 groups, each containing 15 men. The 
respective groups exercised 2, 3, 4, and 5 times a week 
over a period of 4 weeks. Forty-one of the 60 men in 
the isotonic unit and 44 of the 60 men in the isometric 
unit significantly increased their strength scores. Ap- 
parently the isometric-type contraction resulted in 
greater strength gains than did the isotonic-type con- 
traction in terms of the exercises used in this study. 
No common regression line was found in the 8 groups, 
indicating that the strength changes were peculiar to 
the individual, regardless of exercise frequency. As 
the exercise frequency increased, a greater number of 
men significantly gained in strength in both units. The 
5-day-a-week exercise program was most beneficial in 
terms of strength gains. Care must be taken in draw- 
ing conclusions from similar studies in which the 
results are interpreted on the basis of mean strength 
changes. For, in the authors’ study, the results would 
be interpreted somewhat differently as compared to 
the results found by the analysis of variance of re- 
gression lines. 


The Effect of Pain on Performance. F. B. Benjamin. 
U. S. Armed Forces M. J. 8:332-345 (March) 1957 
[Washington, D. C.]. 


Various types of pain stimuli, such as a headgear 
producing mild pressure pain, a pressure cuff obstruct- 
ing the blood flow of the upper arm, and ice water in 
which the hand was immersed, were used in 26 male 
volunteers between the ages of 19 and 42 years who 
were subjected to a variety of tests by which changes 
in the rate of performance, accuracy of performance 
(number of mistakes), memory, time estimation, mus- 
cular coordination, reaction time, and work perform- 
ance were observed. Each of the men served as his 
own control. 

The following observations regarding the effect of 
pain on performance were made. Results of tests in- 
volving primarily memory and the speed of perform- 
ing various mental tasks were not affected by simul- 
taneous pain. In tests involving simple mental tasks, 
the number of mistakes was increased in the presence 
of pain and this increase appeared to be independent 
of the pain intensity (up to 4 or 5 dols). In tests in- 
volving higher mental tasks, the number of mistakes 
was increased and this increase corresponded roughly 
to the pain intensity. Time estimation was increased, 
which was considered an overcompensation for the 
apparently slow passage of time in pain. Pain im- 
paired the performance in tests of muscular coordina- 
tion. The degree of interference apparently increased 
with the pain intensity and also with the degree of 
refinement of the task to be performed. Simple reac- 
tion time was not affected by simultaneous pain, 
while choice reaction time was prolonged. The meat 
amplitude of the patellar reflex was not significantly 
affected by pain, while the threshold of the skin-flare 
reaction was significantly raised. In short tests of work 
performance, the total work was not significantly 
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altered by simultaneous pain, but the efficiency of 
performance, as indicated by changes of the cardio- 
vascular and respiratory system, was markedly de- 
creased by simultaneous pain. 


Relationship Between Selected Postural Divergencies 
and Motor Ability. E. A. Davies. Res. Quart. 28:1-4 
(March) 1957 [Washington, D. C.]. 


One hundred women students majoring in elemen- 
tary education and enrolled in physical education 
classes were given the Scott motor-ability battery of 
tests, consisting of the obstacle race, basketball throw 
for distance, and the standing broad jump. They were 
also given a subjective postural screening by 3 expert 
judges. Items included in the posture examinations 
were, among others, gait, head tilt, thoracic curve, and 
lumbar curve. Most of these items were judged while 
the student was in movement, walking or bending 
forward or sideward. Correlations were computed be- 
tween selected postural divergencies observed in the 
women and their motor ability, using the mean of the 


divergencies marked by the judges and the subject's 


motor ability. The result of these correlations indi- 
cated that little if any relationship existed between 
postural divergencies and motor ability for the women 
in this study. 


Microphonic Effect on the Larynx. Jw. van den Berg 
and A. Spoor. Nature 179:625-626 (March 23) 1957 
{London]. 


Simultaneous recordings of the thyreoarytenoideus 
muscle and the sound curve were made on the elec- 
tromyogram, to test a hypothesis on the origin of the 
vibrations of the vocal folds. The patient had a stoma 
just above the larynx, and the internal laryngeal 
muscles presented themselves directly. One vocal fold 
was normal, the other was slightly less mobile. The 
patient used only the chest voice. The myogram of 
the whole thyreoarytenoideus muscle was recorded 
by putting 2 very thin needle electrodes into the 
normal muscle. A perfect synchronism between the 
myograms and their sound curve was observed. The 
microphonic effect is caused by the passive simultane- 
ous deformation of all the muscle fibers and their 
membranes as a result of the vibration of the vocal 
folds. No indication of a synchronous activity of the 
muscle fibers was to be found in the curves. This is 
explained on the basis of the myoelastic theory of 
voice production. This theory does not demand a 
synchronous activity of the fibers. The potentials as- 
sociated with the synchronous passive deformation of 
all the fibers enter into a recording, but the activities 
of the different fibers, being asynchronous, tend to 
cancel out. The microphonic effect of the larynx mani- 
tests itself in all the recordings of the potentials of a 
large region of the internal laryngeal muscles or the 
muscles and nerves directly connected with the larynx. 
This explains the synchronism claimed between the 
potentials in the nervus recurrens and the sound 


pattern. 
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Regulation of Salt Metabolism After Hypophysectomy 
in Man. J. P. Maclean, M. B. Lipsett, M. C. Li and 
others. J. Clin. Endocrinol. 17:346-355 (March) 1957 
[Springfield, 


Twelve studies of the response to a low-sodium 
diet, containing, on the average 15 mEq. of sodium 
daily, were carried out in 9 patients who had been 
subjected to surgical hyophysectomy for metastatic 
cancer, The rapid fall in the urinary sodium level and 
the early achievement of sodium balance in these 
patients were comparable to those found in normal 
persons. These findings suggest that the absence of 
the anterior lobe of the pituitary gland does not 
modify the response to sodium restrictions. The dem- 
onstration of prompt reduction in urinary salt loss and 
maintenance of normal serum sodium levels in re- 
sponse to sodium restriction were attributable to the 
following 2 factors: 1. Most of the patients received 
adrenal-steroid replacement therapy, which precluded 
the possibility of water intoxication. 2. The presence 
of diabetes insipidus in all patients also tended to 
prevent water retention even when steroids were 
withdrawn. 

Studies by workers who have treated patients with 
panhypopituitarism who were subjected to the Cutler- 
Power-Wilder test revealed abnormal responses, with 
a decrease in serum sodium concentration and symp- 
toms such as weakness, nausea. and headache. In 
order to resolve the apparent differences between these 
earlier studies and those of the authors, it should be 
recalled that the Cutler-Power-Wilder test includes 
both sodium restriction and a regimen of forced fluids. 
In the absence of 17-hydrocorticosteroids, the excre- 
tion of water loads is greatly delayed and mild water 
intoxication may ensue. The combination of relatively 
small electrolyte loss and mild water intoxication can 
cause severe hyponatremia and water intoxication. 
Thus, with the restriction of salt and the forcing of 
fluids in the Cutler-Power-Wilder test. conditions that 
lead to hyponatremia exist. None of the authors’ 
studies were carried out more than a year after hypo- 
physectomy. It is, therefore, impossible to state that 
complete atrophy of the adrenals will not occur in the 
absence of the anterior lobe of the pituitary gland, but, 
as there are no unequivocal data that prove complete 
loss of adrenal function after many years of panhypo- 
pituitarism, the tentative conclusion is drawn that 
sodium conservation remains independent of pituitary 
control. 


Studies on Formation of Thrombocytes from Mega- 
karyocytes in Cultures of Human Bone Marrow. \. Al- 
brecht. Acta hamat. 17:160-168 (March) 1957 (In Ger- 
man) [Basel, Switzerland]. 


While it is generally accepted that thrombocytes 
originate in megakaryocytes, the manner in which 
this process takes place requires clarification. The 
author describes studies on bone marrow cultures that 
were prepared from sternal punctures from a number 
of human subjects including some with thrombopenia. 
As a rule the investigations were begun only after 
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several hours of incubation, after the cells had recov- 
ered from the “shock” involved in puncture and in the 
transfer to a new milieu. Furthermore, the megakaryo- 
cytes were more readily observed after this lapse of 
time, because the leukocytes had by then mostly 
wandered off to the periphery, and the center of the 
culture, where the megakaryocytes are mostly found, 
could be better surveyed. Studies were made with the 
phase-contrast method. Microcinematography proved 
helpful not only because the processes could be ob- 
jectively reproduced and followed as often as desired 
but also because the slow-motion camera could visual- 
ize processes, which, because of their slow course, 
could not be perceived and recorded in any other 
way. Since megakaryocytes, like other cells, are ex- 
tremely light-sensitive, illumination during long ex- 
posures should be limited, or interrupted illumination 
might be used during slow-motion exposures. 

Some of the megakaryocytes appeared completely 
immobile, but studies with the aid of the slow-motion 
camera revealed constant ameboid movements, and 
there were some cells with more lively movements 
perceptible by subjective observation, other mega- 
karyocytes even effecting locomotion by means of 
ameboid movements, such as are observed in leuko- 
cytes. Processes were observed in which entire mega- 
karyocytes broke up into thrombocytes, while from 
other megakaryocytes individual thrombocytes be- 
came separated. Many of the thrombocytes that 
formed in the marrow culture adhered to one another 
in chains. This might be due to the fact that sub- 
stances inducing coagulation are present in the culture 
medium. 


The Energy Value of Self-Selected Diets Consumed 
by Young College Women. A. N. Davis and F. I. 
Scoular. J. Nutrition 61:289-295 (Feb.) 1957 [Phila- 
delphia]. 


The subjects participating in this study were young 
college women between the ages of 17 and 27 years 
who were living in the home management house 
duplex at the time of this study. They engaged in the 
usual home activities in addition to their regular class 
work during the 5-day collection periods reported. 
They were responsible for planning the menus and 
preparing the food to satisfy the appetites of the in- 
dividual members of the group. Each of the 89 girls 
kept a daily record of the amount of fluid milk, 
sugar as such, and carbonated beverages consumed 
during the 5-day collection period. These records were 
charted and used in making suitable additions to the 
caloric value of the composite foods to obtain each 
subject's total caloric intake. The total caloric intake 
(composite of food, fluid milk, sugar, and carbonated 
beverages) ranged from 1,534 to 3,000 (average 2,174) 
per day. Since 44 of the subjects in group 1 and 45 in 
group 2 were under 20 years of age, the National Re- 
search Council's caloric recommendation for girls 16 
to 20 years old was used for group 1 and the value 
for women 25 years and over for group 2. This arbi- 
trary use of the value for women in group 2 seemed 
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justified by the need to guard against overeating jn 
the early adult years. A 5% reduction in the norma] 
values because of the warmer climate of the South. 
west, where this study was undertaken, gave values 
of 2,280 and 2,185 calories per day for groups 1 and 2 
respectively, for comparison purposes. 

The average height, 163.9 cm. (5 ft. 4 in.), and the 
average weight, 56.7 kg. (125 Ib.), of the subjects were 
greater than those given by the National Research 
Council for 16-to-20-year-old girls and for 25-year-old 
women. Sixty-six of the women were within the weight 
range for height. Eleven were underweight and 12 
overweight. The average daily caloric intake was 
2,103 + 211 and 2,101 + 183 for group 1 (under 20) 
and 2,158 + 216 and 2,141 + 206 for group 2 (over 
20) when distributed on the basis of the height and 
the weight of the individuals. Thirty-three of group | 
and 22 of group 2 (60% of 89) consuming 13 calories 
per centimeter of height maintained their weights on 
such an intake. 


Urinary Elimination of the B Complex Vitamins in 
Elderly Subjects. B. Bonati, S. Nani and G. B. Ran- 
cati. Acta vitaminol. 10:241-244 (Dec.) 1956 (In Italian 
{Milan, Italy]. 


The authors studied the urinary elimination of B 
complex vitamins in 40 normal subjects 20 of whom 
were 16 to 32 years of age and 20 of whom were 69 to 
94. During the experiment each subject received 
a diet that provided 2,200 calories per day, with 7,000 
units of vitamin A, 2 mg. of vitamin B,, 85 mg. of 
vitamin C, 17 mg. of nicotinic acid, 40 mg. of vitamin 
E, and 2.8 mg. of vitamin B,. The urinary elimination 
of nicotinic acid, N,;-methylnicotinamide, pantothenic 
acid, folic acid, and vitamin B,» did not show signif- 
cant modifications in any of the subjects. The trigo- 
nelline excretion was 99.3 + 10.7 in the young and 
130.8 + 14.8 in the elderly subjects. No relationship 
was found between the urinary elimination of nico- 
tinic acid and the elimination of the metabolites. The 
thiamine excretion was 151 + 15.6 for the young and 
57.6 + 5.1 for the elderly subjects. 


Energy Requirements of the Population in Singapore. 
J. Millis. M. J. Malaya 11:119-125 (Dec.) 1956 


[Singapore]. 


Knowledge of the energy requirements of a popula- 
tion is of fundamental importance as a_ basis for 
planning food production, importation, and distribu- 
tion. This subject is of special interest in Singapore 
where the population is largely dependent on other 
countries for its food supplies. The information is also 
essential to the planning of diet scales for institutions. 
such as orphanages, schools, homes, and prisons, and 
it should be taken into account in the design of poli- 
cies concerning welfare relief, pensions, and minimum 
wages. This paper sets forth a tentative scale o! 
caloric levels for each sex at various ages. The scale 
has been largely adapted from the report of the con- 
mittee on calorie requirements of the Food and Agri: 
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culture Organization (F. A. O.) of the United Nations. 
Singapore has an equatorial climate, with relatively 
little change in temperature throughout the year. The 
mean daily maximum temperature is 87.3 F, the mean 
daily minimum temperature, 74.5 F, and the mean 
annual temperature, 80.9 F (27.2 C). The F. A. O. com- 
mittee recommended a decrease of 5% for every 10 
degrees above 10 C; thus, for Singapore there would 
be a decrease of 8.6% of the F. A. O. standard. In 
making the schedule for adults in Singapore, the modi- 
fications were applied for body size, age, and en- 
vironmental temperature. The requirements for the 
“reference man” are 2,590 calories per day and for the 
“reference woman” 1,820 calories per day. A table sets 
forth the levels of requirements for those who differ 
from the references in age and in body weight. 

The activity associated with maintenance living, 
such as dressing and undressing, is fairly constant for 
adults, but the activity concerned with different occu- 
pations varies widely with the degree of muscular 
effort. The calorie requirements per hour are listed for 
sedentary or light work, for work involving moderate 
exertion, and for hard work. In discussing the addi- 
tional energy requirement for pregnancy and lacta- 
tion, it is pointed out that requirements are not 
appreciably affected until the 3rd trimester when an 
addition of about 450 calories is recommended to the 
nonpregnant woman’s requirement. During full lacta- 
tion, an additional allowance of 1,000 calories per day 
is considered necessary to produce about 850 ml. of 
breast milk. Children need energy for maintenance, 
growth, and activity, and the problem of determining 
the requirements is, therefore, associated with the 
assessment of the level at which satisfactory growth 
is achieved. Adolescents (16 to 19) require more 
calories than adults. The requirement of the adoles- 
cent male is 120% of that of the adult man aged 25 


years, and that of the adolescent girl 105% of that of ° 


the adult woman. Meals provided for police cadets 
12 to 16 years of age have a daily calorie value of 
2,900. The cadets increase in body size throughout 
their training, and they appear to have sufficient food. 
A similar finding is recorded in a reform school where 
the diet for adolescent boys leading an active life 
provides 2,940 calories per day. A diet scale providing 
an average of 2,260 calories per day has been found 
satisfactory in a reform school for adolescent girls, 
who are occupied with light household duties. The 
field observations of food consumption agree with the 
levels of intake recommended to fulfill the physiolog- 
ical need for energy of healthy people living in 
Singapore. 


The Development of the Serum Electrolyte Concen- 
tration in Normal Infants and Children. C. Gyllens- 
wird and B. Josephson. Scandinav. J. Clin. & Lab. 
Invest. 9:21-28 (No. 1) 1957 (In English) [Oslo]. 


The serum concentration of sodium, potassium, cal- 
cium, and chloride was determined in 276 apparently 
healthy infants and children. The age groups chosen 
were 1 week, 3, 6, 9, 12, and 18 months, and 3 and 6 
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vears. The flame-photometric method was used for 
the determination of the first 3 serum electrolytes, and 
the microtitrimetric method was used for the de- 
termination of the chloride level. In the newborn in- 
fants the concentrations of sodium, potassium, and 
chloride was above that of normal adults. Potassium 
and chloride concentrations increased steeply to the 
age of 3 months, but after that they decreased slowly 
until, at the age of 3 years, they reached the normal 
values of adults. Sodium concentration decreased 
with some insignificant interruptions to the adult 
value, reached at the age of 6 months. Calcium con- 
centration was determined only in the groups aged 
3, 6, 9, and 12 months. The mean value was highest 
in the 3-month group. It is generally considered that 
serum calcium concentration is somewhat higher in 
infants than in adults and that it reaches the adult 
value during adolescence. This was confirmed by the 
authors’ small series of children. Even the mean values 
from children 3 and 6 years of age were above those 
found in adults. 


The Development of the Protein Fractions and of 
Cholesterol Concentration in the Serum of Normal 
Infants and Children. B. Josephson and C. Gyllens- 
ward. Scandinav. J. Clin. & Lab. Invest. 9:29-38 (No. 
1) 1957 (In English) [Oslo]. 


Total protein, protein fractions, and cholesterol 
levels were determined in serum specimens obtained 
from 265 healthy infants and children. The age groups 
chosen were 1 week, 3, 6, 9, 12, and 18 months, and 3 
and 6 years. Some statistically significant differences 
were observed between the newborn infants and 
those 3 months of age. During the first months of life 
albumin and gamma-globulin levels decreased, while 
alpha,-globulin and beta-globulin levels increased. 
During childhood the alpha,-globulin level was much 
higher than in adults while the gamma-globulin level 
was much lower. Cholesterol concentration was low 
at birth but increased slowly up to 6 vears of age. 


PUBLIC HEALTH 


Episodes of Staphylococcus Food Poisoning that Oc- 
curred in Rome in the Years 1952 to 1955. O. Ciacchi 
and F. Manzi. Riv. ital. igiene 16:521-549 (Nov.-Dec.) 
1956 (In Italian) [Pisa, Italy]. 


In Rome 391 outbreaks of micrococcic (staphylo- 
coccic) and 14 outbreaks of salmonella food poisoning 
reported in the period from March, 1952, to March, 
1955, involved 1,168 and 164 persons respectively. 
Foods prepared from pork caused 134 outbreaks in- 
volving 175 persons. Canned foods were the cause of 
84 outbreaks involving 136 persons. Foods eaten sev- 
eral hours or days after cooking caused 74 outbreaks 
involving 176 persons. Pastry and foods containing 
cream were the cause of 46 outbreaks, in which 339 
persons were involved. The second highest average 
number of persons involved per outbreak (6.9) was 
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associated with food poisoning due to ice cream or 
cheese. Outbreaks due to pork products or stale food 
were mainly familial. Foods in a semiliquid state, with 
diffusion of the toxin, caused outbreaks involving 
large numbers of persons. 


Drug Resistant Tubercle Bacilli in a Community. 
L. G. Bruce, J. Cuthbert and J. A. Ritchie. Scottish 
M. J. 2:83-87 (March) 1957 [Glasgow]. 


A survey was made in a sector of Glasgow to de- 
termine if there was any problem connected with the 
emergence of drug-resistant tubercle bacilli. The num- 
ber of patients with pulmonary tuberculosis on the 
register of this sector of the city was 2,546. With the 
exception of 150, all of those on the register were 
examined bacteriologically. Tests for drug resistance, 
made routinely on all positive cultures, revealed that 
125 patients were excreting drug-resistant bacilli. In 
66 of these, the bacilli were resistant to only 1 drug, 
and, therefore, a combination of other effective anti- 
tuberculous drugs still would be available. The pa- 
tients whose bacilli are resistant to 2 or more of the 
therapeutically most effective drugs (streptomycin, 
aminosalicylic acid, and isoniazid) have a much poorer 
outlook. Terramycin and viomycin can be used, but 
neither are so effective therapeutically as the other 
3 drugs. 

The patients showing primary resistance were stud- 
ied, and sources of possible infection were probed. 
In 15 of 20 patients with primary resistance, the au- 
thors could not trace the initial source of infection. 
In 5 instances there was strong presumptive evidence 
that the infection had come from a patient whose 
bacilli were resistant. Seventy-seven per cent of the 
home contacts of the first 78 resistant patients discov- 
ered were examined, and in no instance was there 
evidence that drug-resistant tubercle bacilli had pro- 
duced disease in them. The authors conclude, there- 
fore, that a public health problem is developing from 
drug-resistant organisms, although its significance is 
hard to evaluate. 


Recorded and Expected Mortality Among the Indians 
of the United States with Special Reference to Cancer. 
R. L. Smith. J. Nat. Cancer Inst. 18:385-396 (March) 
1957 [Washington, D. C.]. 


Analysis of deaths from all causes recorded among 
the Indians of the United States from 1949 to 1952 
supports the view that they show a lower rate of 
cancer as a whole. Lower rates of varied degrees were 
observed among male patients for all sites. For women 
a lower cancer mortality was demonstrated for most 
of the sites, while high rates were shown for deaths 
attributed to cancer of the liver, and possibly to that 
of the pancreas, as compared with rates in white and 
other nonwhite patients and for cancer of the cervix 
as compared with rates in white patients. Markedly 
lower rates were found in cancer of intestines and 
rectum and in lymphomas in both sexes. For male pa- 
tients markedly lower rates were observed in cancer 
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of the oral cavity, esophagus, lung, urinary system, 
and prostate as compared with rates in white and 
other nonwhite patients. Deaths attributed to cancer 
of the skin, brain, and nervous system and deaths at- 
tributed to leukemia were less frequent among Indian 
than among white men. Among Indian women, the 
mortality attributed to cancer of the breast was 
markedly less than that in white and other nonwhite 
patients, while, compared with rates in other non- 
white patients, there was a lower rate of deaths 
attributed to malignant disease of unspecified parts 
of the uterus other than the cervix. 

These lower mortality rates observed should not be 
unreservedly accepted, because analyses by broad 
causes have shown a higher rate of deaths attributed 
to senility and ill-defined causes among Indians 45 
years of age and older. If most of these deaths had 
been due to cancer, they would have more than ac- 
counted for the lower cancer mortality rate observed 
in the corresponding age groups. In addition, there is 
a greater mortality among Indians aged 45 years and 
older attributed to diseases of the digestive tract and 
respiratory system, including tuberculosis. This higher 
rate among Indian men is not enough to account for 
the observed lower rate of cancer deaths, but it could 
account for the lower rate for cancer of the lung. The 
higher rate among Indian women is somewhat larger 
than the computed lower rate of cancer deaths, but 
the deaths unreliably reported as to cause and the 
excessive mortality for diseases of the digestive tract 
and respiratory system are not nearly enough to ac- 
count for the lower rate computed for the deaths 
attributed to cardiovascular-renal diseases. It seems, 
therefore, that the low cancer death rate observed 
among American Indians is real. 


On the Danger of Liquid-Gas Stoves: Experimental 
Control and Dosage of Carbon Monoxide. P. L. Ricci 
and A. Zauli. Med. lavoro 47:710-719 (Dec.) 1956 (In 
Italian) [Milan, Italy]. 


The authors observed 2 patients who died in a small 
room in which a liquid-gas stove of the so-called 
infrared type was operating. Histological examination 
showed carbon monoxide poisoning, with a level of 
hemoglobin carbon monoxide of about 70%. On the 
basis of this and 4 similar observations made by 
others, the authors believe that liquid-gas stoves may 
cause, under certain conditions, the formation of fatal 
quantities of carbon monoxide. An experiment car- 
ried out to determine the amount of carbon monoxide 
produced by 2 different types of stoves available in 
the market showed that an infrared stove produced 
higher concentrations of carbon monoxide than an 
open-flame stove. The mechanism of carbon mon- 
oxide production by the infrared stove lay in the 
direct reduction of carbon dioxide, which accumulates 
in large quantities during combustion. The defect of 
the open-flame stove lay in the burner, and the car- 
bon monoxide is produced by the decrease of oxygen 


or the increase of carbon dioxide in a confined room. § 
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QUERIES AND MINOR NOTES 


MONARTICULAR ARTHRITIS AFTER 
POLIOMYELITIS VACCINATION 


To THE Eprror:—A 24-year-old man has a red, warm, 
painful swelling of the left wrist. No other arthritic 
symptoms have been noted at any time. The patient 
had received his first injection of poliomyelitis vac- 
cine one week before being seen for this condition. 
His history is as follows: 1. He had Sydenham’s 
chorea at the age of 6, with an “aching all over” but 
no definite arthritis. 2. He has been “sickly” in that 
he has had many colds and upper respiratory infec- 
tions and was frequently put to bed for these com- 
plaints. 3. He had severe acne all through adoles- 
cence and has, at the present time, many pits and 
scars. After the patient was admitted to the hospital, 
laboratory work revealed the following findings: Sed- 
imentation rates on three occasions were 16, 18, and 
8 mm. per hour. There was a trace of C-reactive 
protein in the serum. The hemoglobin level was 
14.65 Gm. per 100 cc. The white blood cell count 
was 10,700 per cubic millimeter, with a normal dif- 
ferential. The antistreptolysin-O titer was 833 Todd 
units. The patient was placed on therapy with 80 
grains (5.3 Gm.) of sodium salicylate, 15 mg. of 
prednisone, and penicillin in divided doses daily. 
On this regimen, he became asymptomatic in three 
days, with no recurrence in one month of any symp- 
toms. At no time was there any evidence of cardiac 
involvement. Two electrocardiograms taken were 
normal. The physical findings, other than the mon- 
articular arthritis, were completely normal. Can a 
poliomyelitis inoculation result in monarticular arth- 
ritis? M.D., Minnesota 


Answer.—At the present time the Poliomyelitis Sur- 
veillance Unit of the Communicable Disease Center 
has received no reports of reaction to poliomyelitis 
vaccine in which the primary focus was a monarticular 
arthritis. Neither are they aware of any experimental 
evidence or any literature reports that such a reaction 
can be caused by the poliomyelitis vaccine. A number 
of reports of illnesses, allergic and neurological, occur- 
ting shortly after poliomyelitis vaccination have been 
received by this Unit, and multiple joint pains may be 
part of the symptoms in generalized allergic reactions 
which may have been caused by the vaccine. A monar- 
ticular arthritis has characterized none of the illnesses 
reported as occurring in association with vaccination. 
It may also be mentioned that, although reporting of 
such reactions is far from complete, the fact that some 
100 million doses of vaccine have been distributed 
would indicate that significant vaccine reactions must 
be occurring at a low frequency. For those interested, 


The answers here published have been prepared by competent 
authorities. They do not, however, represent the opinions of any 
medical or other organization unless specifically so stated in the 
reply, Annonymous communications and queries on postal cards 
cannot be answered, Every letter must contain the writer’s name 
and address, but these will be omitted on request. 


detailed reports of allergic reactions after poliomyelitis 
vaccination may be obtained by writing the Poliomye- 
litis Surveillance Unit, Communicable Disease Center, 
U. S. Public Health Service, 50 Seventh St. N. E., 
Atlanta 23, Ga. 


THERAPEUTIC RESPIRATORY EXERCISES 


To THE Eprror:—A patient has chronic pulmonary 
fibrosis and silicosis resulting in right ventricular 
failure. Please advise of any developments in the 
field of therapeutic respiratory exercises and the use 
of any particular gas for inhalation which may have 
been developed in the last few years. 


J. B. Deisher, M.D., Seward, Alaska. 


This inquiry has been referred to two consultants, 
whose respective replies follow.—Eb. 


ANSWER.—A program of walking exercises during 
the inhalation of oxygen has been employed to in- 
crease cardiorespiratory reserve in patients with 
chronic pulmonary disease. The plastic nasal cannula, 
with a flow of 8 liters of oxygen per minute, or the in- 
jector plastic mask, which provides 45% oxygen with a 
flow of 8 liters per minute, has been employed. A 50-ft. 
length of rubber tubing is attached to a high-pressure 
cylinder. The addition of oxygen provided in this way, 
36%, or 45% in the inspired air, enables many patients 
to walk without much, if any, shortness of breath. A 
graded program is employed in which the patient 
walks 100 steps twice a day at the start and gradually 
increases this to 700 to 1,000 steps twice a day during 
the inhalation of oxygen. It is frequently helpful to 
employ a bronchodilator aerosol prior to the walking 
exercise. The development of the capacity for dia- 
phragmatic breathing has been reported as a method 
of obtaining a more efficient pulmonary ventilation, es- 
pecially in cases in which an upper costal respiration 
has been previously used. Details of accomplishing the 
procedures mentioned above are described by Barach 
(Arch. Phys. Med. 36:379, 1955) and by Barach and 
Bickerman (Pulmonary Emphysema, Baltimore, Wil- 
liams & Wilkins Company, 1956). 


ANSwER.—Therapeutic respiratory exercises as well 
as inhalations of oxygen can be used to advantage in 
the management of patients with extensive pulmonary 
fibrosis and silicosis. The rationale of these measures 
is based upon the pathological and pathophysiological 
changes characteristic of these conditions. Pertinent 
points in reference to silicosis may be briefly sum- 
marized as follows. The potent fibrogenic action of 
silica is noted in the form of fibrosis in the alveolar 
walls as well as around the bronchioles, bronchi, vas- 
cular structures, lymphatic channels, and in the hilar 
lymph nodes and the pleura. The alveolar walls be- 
come thickened, distorted, inelastic, and avascular. 
Some of the alveoli show thin, delicate septums and 
are distended. Distention and loss of the elastic ele- 
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ments of the terminal units of the respiratory tract 
thus represent a change, the multiple aggregates of 
which are identified as emphysema. Widespread inter- 
stitial fibrosis, as well as conglomerate masses of fi- 
brous tissue, imparts to the lung rigidity, which in itself 
interferes with its function. It is well to mention two 
vicious circles in this connection. 1. Perivascular fi- 
brosis, with the resulting diminished blood supply, ac- 
celerates formation of fibrous tissue. 2. Stagnation of 
lymph caused by fibrotic constriction of lymphatic 
vessels contributes to added fibrosis. Another serious 
derangement seen in silicosis is caused by bronchial 
mucosal and peribronchial fibrosis, which not only 
decreases the caliber of the bronchi but also obviates 
the lengthening and enlargement of the lumen of the 
bronchi during inspiration. Morever, there is a loss 
or reduction of normal peristaltic motion (bronchial 
dyskinesia). The significance of bronchospasm in the 
clinical manifestations of silicosis is not fully appre- 
ciated. Experiments show that silica is bronchospas- 
mogenic. Possibly, in addition to the action of silica 
as a physicochemical irritant, liberation of lactic acid 
and histamine from destroyed leukocytes is instru- 
mental in bringing about this response. Other factors 
inherent to this disease, which are capable of provok- 
ing bronchospasm, include fibrosis, hypoxia, con- 
comitant bronchitis and bronchiectasis, and cough. 

Inhalation of oxygen not only relieves hypoxia but 
also alleviates bronchospasm, permits a more even 
distribution of the tidal air, improves the efficacy of 
cough and thus bronchocatharsis, and also enhances 
the function of the diaphragm. Oxygen inhalations 
may be given from a tank, with a flow rate of 5 liters 
per minute or with the aid of intermittent positive- 
pressure breathing equipment. In either instance, it 
is advantageous to combine the inhalations with the 
administration of nebulized bronchospasmolytic drugs, 
such as isoproterenol (Isuprel) hydrochloride in 1:200 
dilution, 2.25% solution of racemic epinephrine 
(Vaponefrin), or cyclopentamine and_ isopropyl 
arterenol compound (Aerolone Compound ). 

Inhalations are given for 20 minutes three times a 
day for two or three weeks. Then, the frequency of 
treatments is reduced to once or twice a day. Individ- 
ual circumstances require due adjustment as to the 
length of each treatment, the amount of broncho- 
spasmolytic drug administered, and the duration of 
the entire course of treatment. 

When pronounced emphysema complicates the pic- 
ture, one should be on the lookout for severe hyper- 
capnia. Should the latter be observed, only low con- 
centration of oxygen is permissible for inhalation so 
as to obviate grave consequences of carbon dioxide 
intoxication. 

In reference to therapeutic respiratory exercises, two 
items deserve attention: 1. Manual compression of the 
lower anterior part of the chest, the upper part of the 
abdomen, or both rhythmically at intervals correspond- 
ing to the expiratory phase of the respiratory cycle. 
Expirations are preceded by deep “abdominal” in- 
spirations, that is, by forced inhalations with volitional 
use of the diaphragm. 2. Teaching the patient “pursed 
lip” expiration. The patient should exhale slowly 
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through a pinhole-like opening between closed lips. 
In this manner the outflow of the tidal air is retarded. 
and consequently an augmented oxygen uptake js 
possible in the perialveolar capillaries. Considerable 
relief from dyspnea may be experienced by the patient 
when he gets habituated to the continued use of these 
maneuvers. 


TREATMENT OF PAROXYSMAL TACHYCARDIA 


To THE Eprror:—Are there any new drugs or methods 
for the treatment of paroxysmal tachycardia? A 58- 
year-old patient has had the disease for 25 years 
and seems to be getting worse. 


George J. Maloof, M.D., Madison, Wis. 


This inquiry has been referred to two consultants, 
whose respective replies follow.—Eb. 


ANSWER.—It can reasonably be assumed that this 
patient’s paroxysmal tachycardia is of a supraventricu- 
lar type, since the episodes have been occurring for 
25 years. There are no new drugs or treatment meas- 
ures that are not described in recent textbooks of 
cardiology. During the individual attack, carotid sinus 
pressure and sedation should be tried first. If this 
fails, most prolonged tachycardia will respond to the 
administration of 1.2 mg. of lanatoside C given slowly 
by intravenous infusion. Discontinuation of the 
arrhythmia, if it fails to occur spontaneously, can 
often be accomplished after the intravenous infusion 
by application of carotid pressure. If the attacks are 
prolonged and frequent, prophylaxis with quinidine 
sulfate should be tried, with 0.2 Gm. given orally 
three or four times daily. In some cases, doubling 
that dosage may be necessary and indicated. Failure 
of this measure to control or prevent the attacks 
would justify full digitalization and maintenance 
therapy with digitalis either alone or with quinidine 
as a trial. Many patients are benefited by the use of 
a daytime sedative preparation given daily, since 
their attacks are often precipated by anxiety. There is 
some evidence that suggests that the Rauwolfia drugs 
may reduce cardiac irritability and decrease the fre- 
quency of paroxysmal arrhythmia, but, of course, the 
continued use of these drugs is fraught with danger 
in the way of producing depression. One should re- 
member that most paroxysmal tachycardia of such 
long duration is a functional disturbance of the heart 
and consequently benign. Reassurance to the patient 
that it does not represent heart disease is frequently 
a most effective therapeutic measure. 


Answer.—Although not specifically stated in the 
query, it is assumed that the question alludes to the 
management of paroxysmal atrial tachycardia. The 
problem then immediately becomes one of the methods 
of prophylaxis and therapy of the episodic rapid 
heart action. Presumably, in the individual under 
consideration such precipitating causes as congenital 
heart disease, recurrent rheumatic activity, chronic 
rheumatic heart disease, arteriosclerotic heart disease 
(with or without myocardial infarction), thyrotoxi- 
cosis, and heart failure secondary to any of the fore- 
mentioned may be eliminated. In cases apparently 
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not organically determined such diverse incitants as 
acute infectious processes, undue exertion, fatigue, 
alcohol, tobacco, caffeine, gallbladder disease, ab- 
dominal distention, and emotional stress have been 
implicated. Where any of the forementioned can be 
demonstrated. to be possible causes, clearly they 
should be eliminated or controlled. If psychogenic 
factors are felt to be important, any of the commonly 
used sedative drugs may be helpful in the prevention 
of attacks; it might be that some of the newer tran- 
quilizers, such as the Rauwolfia alkaloids, promazine 
and congeners, and meprobamate, ought to be tried. 

The reversion of established acute tachycardia to 
a normal sinus mechanism may be effected in a num- 
ber of ways: the application of pressure to the carotid 
sinuses, the use of Valsalva’s or Miiller’s maneuvers, 
the induction of vomiting by digital stimulation or 
syrup of ipecac, putting the patient in the head-down 
position, and the administration of sedative (prefer- 
ably nonopiate) and parasympathomimetic drugs 
(Prostigmin, methacholine chloride, or Carbaminoy]- 
choline chloride). As far as can be determined there 
are no reports of the use of cholinesterase inhibitors 
of the type of diisopropyl fluorophosphate in this 
therapeutic situation. The effectiveness of quinidine 
and digitalis or the more rapidly acting digitalis 
glycosides is well known; intravenous and intramus- 
cular, as well as oral, forms of quinidine and the 
digitalis glycosides are now available. Numerous 
other drugs have been shown to be of value in some 
cases: procainamide hydrochloride; the salts of such 
cations as potassium, barium, calcium, and mag- 
nesium; sympathomimetics, such as Isopropylnor- 
epinephrine and phenylephrine hydrochloride; and 
Atabrine. 

If the attacks are infrequent, of short duration, and 
neither physically nor emotionally disabling, explana- 
tion and reassurance and probably drug-induced 
sedation or tranquilization may be all that are needed 
as interim therapy. If any of the contrary are true, 
quinidine, digitalis, and procainamide hydrochloride 
are the most effective agents available for the active 
long-term prophylaxis of paroxysmal atrial tachycardia. 
It is not felt that surgical sympathectomy can be 
recommended as a preventative at this time. 


POSTHERPETIC PAIN 


To tHe Eprror:—A 78-year-old man has had chronic 
shingles of the face and eyelids since 1945. He has 
been treated with cortisone, deep x-ray therapy, 
and other medications without relief. Anything you 
could suggest would be appreciated. 


Arnold S. Jackson, M.D., Madison, Wis. 


This inquiry has been referred to two consultants, 
Whose respective replies follow.—Eb. 


ANsweER.—Postherpetic pain is one of the most diffi- 
cult problems to treat adequately. To date, none of 
the therapeutic measures, either medical or surgical, 
have proved to be of much benefit. The exact etiology 
of this pain is not known, but, because of its resist- 
ance to all forms of treatment, it is strongly suspected 
that the pain may be of central origin. Occasionally, 


QUERIES AND MINOR NOTES 1037 


some of these patients will respond to large doses of 
Benadryl. In such cases, the Benadry] should be used 
in doses of 250 to 300 mg. taken daily by the oral 
method. 


Answer.—The term “chronic shingles” is somewhat 
indefinite and probably means postherpetic pain, since. 
strictly speaking, nothing that can be called chronic 
shingles in the strict sense of the word is seen. A 
patient who has had postherpetic pains in the face 
and eyelids for 12 years without relief from any medi- 
cation or x-ray therapy will probably not be helped 
by any ingenious combination of drugs. It is possible 
that section of the root of the trigeminal nerve might 
give relief, although this could not be guaranteed in 
advance. In any case, the question must be carefully 
debated as to whether a person 78 years old should 
be subjected to trigeminal root section, considering 
particularly his cardiovascular and general physical 
condition. Other neurosurgical operations which might 
possibly give help need not be mentioned here, since 
their applicability could be determined by a com- 
petent neurological surgeon after he had carefully 
examined the patient. 


TREATMENT OF RINGWORM INFESTATION 
OF THE NAILS 


To tHE Eprror:—What is the latest accepted treat- 
ment for fungous growth under the toenails, prin- 
cipally of older persons? In many cases the hard 
fungous growth piles up under the nail, causing 
the edges of the nail to act as an ingrown nail and 
to be very painful. M.D., North Dakota. 


ANSWER.—The treatment of ringworm infestation cf 
the nails in the past has been quite unsatisfactory. 
However, some of the newer approaches to the prob- 
lem have been very helpful in curing many cases, es- 
pecially where the nail plate is not too deeply invaded. 
The clinical appearance is often suggestive, but labo- 
ratory findings are usually necessary. 

Where the growth is underneath the nails, or where 
there is involvement of the nai] plate, the most impor- 
tant thing, of course, is to determine first whether it is 
really a fungous infestaticn. If the nail is involved, a 
small porticn of the diseased nail can be removed very 
painlessly by a small bone rongeur and stained per the 
method and studies of Laipply (Northwestern Uni- 
versity Medical School). In this way it is usually 
possible to make an absolute diagnosis. In a series 
of cases, a correct diagnosis was made in approxi- 
mately 75% of various types of nail diseases. Micro- 
scopic examination of a portion of debris and cultures 
therefrom can be quite a satisfactory way to make the 
diagnosis. When the nail itself is involved, histological 
study will show spores or hyphae of fungi, which 
makes for a correct diagnosis. 

In proved cases then, where the ringworm spores 
or hyphae are found in the superficial portion of the 
nail plate, usually due to Trichophyton gypseum, a 
large percentage of patients can be cured by local use 
of a hydrophilized iodine, 2%, in an inert colloidal 
base. Where the brownish stain is objectionable, as on 
fingernails, a stainless iodine is available in the form of 
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polyvinylpyrrolidone—iodine complex in a tincture of 
butylphenamide. An organic iodide preparation, such 
as ethylenediamine dihydriodide, 5 grains (0.3 Gm.), 
is administered orally three times a day. When iodide 
cannot be tolerated, vitamin A has been given. This 
treatment method has been extremely satisfactory in a 
large percentage of superficial cases. Some have re- 
ceived fractional roentgen treatments. Sometimes 
efficacious are some of the older methods, e. g., use of 
double-strength Whitfield’s ointment with 10% thymol 
and Royal Montgomery's 40% salicylic acid plaster. 

Where the ringworm elements, usually Trichophy- 
ton purpureum, are found to be deep in the nail plate, 
the problem becomes much more difficult. In cases 
where there are only one or two fingernails involved, 
surgical avulsion per the method of Kligman can be 
used. Mechanical scraping of these cases of deep- 
seated fungous onychitis is definitely of value. 

Occasionally psoriatic nails are secondarily invaded 
by ringworm fungi, and the psoriatic phase does not 
respond to any now known therapeutic measures. 

If the infestation proves to be due to Candida al- 
bicans, the administration of nystatin, both locally 
and internally, has been of marked help. These cases 
usually have an associated paronychia. The involved 
area must be kept dry at all times and away from all 
contact with raw fruits and vegetables. Some cases 
have been found to be due to gram-positive micrococci 
(staphylococci), which necessitate specific treatment. 


PLASMA SEROTONIN AND KYNURENIC ACID 
DETERMINATIONS 


To THE Eprror:—Please provide information on lab- 
oratory determinations of plasma serotonin and 
kynurenic acid? Could these be done in a clinical 
laboratory, or are they research-type procedures? 


Rex E. Kenyon, M.D., Oklahoma City 


ANswer.—Serotonin (5-hydroxytryptamine) is a 
vasoconstrictor substance found in high concentration 
in blood platelets, and the concentration is elevated 
in the presence of a malignant carcinoid. It can be 
assayed by use of the isolated perfused ear of the 
rabbit or the isolated perfused stomach or loop of 
intestine of the rat. The most important physico- 
chemical method of assay uses the spectrophotofluoro- 
meter, These methods are technical and require equip- 
ment and knowledge not generally available in a 
routine clinical laboratory. The determination of this 
substance should not be undertaken except by those 
who are thoroughly experienced in similar meth- 
odology and have sufficient time to perfect their 
techniques, For a simpler method of qualitative de- 
termination of a serotonin metabolite, 5-hydroxyindole- 
acetic acid, found in the urine of persons with malig- 
nant carcinoid, see THE JouRNAL (159:397 [Sept. 24] 
1955). 

Kynurenic acid is an oxidative product of trypto- 
phan. Its concentration is elevated in many patients 
with severe malignant lesions. The elevation is not 
diagnostic of such lesions, however, as the concen- 
tration may be greatly increased in disorders of the 
metabolism of tryptophan or by ingestion of this 
amino acid. 


J.A.M.A., June 29, .4, 


Kynurenic acid is excreted in the urine and may }y 
determined by suitable methods. Semiquantitatiy. 
techniques have been devised which use paper chro. 
matography. The migrating kynurenine is identifiej 
by its position on the paper and by the Ehrlich r. 
action it gives. 

A quantitative method has been described } 
Spacek (Canad. J. Biochem. & Physiol. 32:604, 1954) 
“Kynurenine is converted, by boiling with sodiuy 
hydroxide, into o-aminoacetophenone, which is gradv. 
ally distilled away and estimated spectrophotometri. 
cally in an ethereal extract.” This method also require; 
a properly equipped laboratory, one possessing mor 
apparatus than standard clinical laboratories, and, jy 
particular, personnel educated and experienced in 
intricate chemical methods. 


HERNIA REPAIR 


To THE Eprror.—What is the latest procedure using 

Vitallium mesh to repair a recurrent, direct inguinal 
hernia? A patient has had a hernia repaired thre 
times, the last time with fascia lata, but it has broken 
down repeatedly. The hernial opening above the 


external ring measures 3 by 4 in. M.D., Ohio. 


This inquiry has been referred to two consultants. 
whose respective replies follow.—Eb. 


ANSWER.—Based on an experience extending over a 
number of years, this consultant is definitely convinced 
that the insertion of inert material. such as Vitallium or 
tantalum mesh, is the answer to the problem of multi- 
ple hernia recurrences. The segment of mesh used must 
be of sufficient length to extend from the pubic spine § 
to at least 1 cm. above the internal ring and wide 
enough to overlap the defect. It should be fashioned in 
such a manner as to leave a small tongue at the medial 
inferior angle for attachment to Gimbernat’s ligament 
It is also important to split the lateral portion of the 
mesh and make a circular opening for the emergence 
of the spermatic cord at the internal ring. The pre- 
pared mesh is placed directly on the surface of the re- 
paired transversalis fascia deep to all muscle layers and 
is anchored to Gimbernat’s ligament by the previously 
prepared tongue and to the pubic spine and Pouparts 
ligament. The remainder of the repair is carried out in 
routine fashion. 

The important point to consider is that, although 
the mesh provides additional support, the result will 
be successful only when an adequate soft tissue repait 
is carried out. 


Answer.—Multiple hernia recurrences may be due 
to repeated straining of the abdominal wall, caused by 
coughing, constipation, urinary tract obstruction, or 
heavy lifting. After these have been eliminated. 
obvious nutritional disturbances should be corrected. 

When operation is decided upon, the hernia region 
is exposed and the large direct sac plicated or excised 
with closure of the peritoneum. If possible, the fascia 
of the conjoined tendon should be freshened and sv- 
tured to Cooper’s ligament with interrupted 0 silk 
sutures. It may be necessary to use a relaxing incision 
in the conjoined tendon and rectus sheath in order to 
permit approximation of the conjoined tendon with 
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Cooper’s ligament. As one proceeds laterally, the con- 
joined tendon is sutured to the lacunar ligament and 
then to the shelving edge of Poupart’s ligament in- 
corporating the femoral sheath, The internal ring is 
closed snugly by suturing the internal oblique muscle 
to Poupart’s ligament around the cord. At this point 
one must give consideration to excision of the cord and 
testis, if the patient is elderly, in order to permit a 
more secure closure. 

This internal hernia layer is then reinforced with a 
sheet of tantalum gauze, which has been cut to shape 
and the edges folded on themselves. (This consultant 
has had no experience with Vitallium mesh, but tanta- 
lum gauze serves the same purpose.) The lower edge 
of the sheet is sutured to Poupart’s ligament and the 
upper portion of it is sutured to the anterior surface of 
the conjoined tendon with either tantalum wire su- 
tures or interrupted silk sutures. The tantalum sheet 
should be large enough to reach healthy fascia. If there 
is any tendency for the mesh to tent over a depression 
in the underlying layer, the gauze is tacked down at 
this point with an interrupted suture. The external 
oblique is then closed over this layer. If the cord has 
been retained, the external oblique is sutured under- 
neath the cord. if it is impossible to bring the con- 
joined tendon down to Cooper’s ligament and if the 
only available fascia is the external oblique, the edges 
of the fascia should be freshened and imbricated over 
each other. The hernia repair is then reinforced with a 
sheet of tantalum gauze cut large enough to reach 
good fascia. 

Such tantalum-mesh repairs occasionally may pro- 
duce accumulation of fluid, which should be aspirated. 
This consultant does not believe a drain is of value, 
since it may lead to wound infection. Even if infection 
does develop in such a wound, it is rarely necessary to 
remove the tantalum mesh. In time, this tantalum mesh 
stimulates a growth of fibrous tissue which infiltrates 
the mesh completely. Eventually the mesh breaks up, 
but this has no effect on the strength of the hernia 
repair. 


PROVED CASES OF RABIES IN MAN 


To tHe Eprror:—Has there been a case of rabies in 
man proved by modern autopsy in the United 
States? How many proved cases of rabies in man 
occur in the United States each year? 


J. T. Harbaugh, M.D., Neosho, Mo. 


Answer.—In 1956, there were nine deaths in humans 
attributed to rabies reported to the National Office of 
Vital Statistics. According to the epidemiologic reports 
submitted by the various state health departments con- 
cerned, eight of the deaths were confirmed at autopsy 
by demonstration of Negri bodies in the brain tissue 
and/or by animal inoculation tests. 

Listed below is the information taken from these 
epidemiologic reports: 

Dallas, Texas, Oct. 7, 1956. Male, aged 63. Autopsy was ob- 
tained; Negri bodies were present in brain tissue; mice suc- 
cumbed to rabies after inoculation with brain tissue. 

Austin, Texas, Jan. 4, 1956. Male, aged 39 (state health de- 
partment entomologist ). Autopsy failed to reveal Negri bodies; 


diagnosis of rabies confirmed by animal inoculation; Negri bod- 
ies demonstrated in brain tissue of all injected mice. 
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Dallas, Jan. 6, 1956. Male, aged 12. Autopsied; Negri bodies 
demonstrated in frozen brain tissue; mouse inoculation per- 
“ rmed; Negri bodies demonstrated in mouse brain eight days 
after intracerebral inoculation. 

Mobile County, Alabama, Feb. 7, 1956. Female, aged 26. 
Negri bodies demonstrated in brain tissue by two different labo- 
ratories; postmortem examination performed after body was em- 
balmed; consequently mouse inoculation not possible. 

Lake County, Indiana, April 21, 1956. Female, aged 70. Au- 
topsied; direct smears of brain material suggestive; mouse inoc- 
ulation tests positive. 

Santa Fe, N. Mex., April 26, 1956. Female, aged 7, Autop- 
sied; examination of brain revealed extracellular structures re- 
sembling Negri bodies; mouse inoculation test incomplete at 
time epidemiologic report was received. 

Dallas, July 6, 1956. Male, aged 3, Postmortem examination 
revealed Negri bodies in brain; mouse inoculation test positive. 

Dallas, June 2, 1956. Female, aged 8. Autopsied; diagnosis of 
rabies verified, presumably by identification of Negri bodies. 


Statistics from the National Office of Vital Statistics 
show that the incidence of deaths from rabies in 
humans was as follows during 1951-1956: 1951, 18 
deaths; 1952, 24; 1953, 12: 1954, 13; 1955, 4; and 
1956, 9. 


EFFECT OF DRUGS ON KIDNEYS 

To THE Eprror:—Which drugs and chemicals have a 
tendency to produce, or are capable of producing, 
glycosuria with or without increasing the blood 
sugar level? Which drugs and chemicals have a 
tendency to produce increased albuminuria, espe- 
cially if there is glomerulonephritis (chronic) pres- 
ent? Are there any drugs capable of producing 
these effects in a normal kidney? 


Ernest J]. Weiss, M.D., Kent, Ohio. 


ANSWER.—Cantarow and Trumper (Clinical Bio- 
chemistry, Philadelphia, W. B. Saunders Company, 
1955) provide the following information on this sub- 
ject in their discussion of some of the “miscellaneous” 
causes of glycosuria: 


Glycosuria may occur in hemochromatosis, advanced pan- 
creatitis, and severe hepatocellular damage, in the latter usually 
with a normal fasting blood sugar concentration and only after 
a high carbohydrate intake. It is seen at times with head in- 
juries or other causes of increased intracranial pressure (brain 
tumor, abscess, hemorrhage), hypothalamic lesions, ether or 
chloroform anesthesia, narcosis by morphine or barbiturates, 
asphyxia, acidosis, acute and chronic infections, coronary artery 
occlusion, advanced malignancy, simple obesity, and essential 
hypertension. It has also been observed after administration of 
caffeine, diuretin (theobromine sodium salicylate), strychnine, 
bichloride of mercury, and chromates. In these conditions the 
persistence and severity of glycosuria are related usually to the 
persistence and severity of the accompanying hyperglycemia 
(pp. 36-38), except in the presence of renal tubular damage. 
Consequently, it is usually transitory and of mild degree (less 
than 1 per cent) in conditions others than diabetes mellitus, 
hemochromatosis, and Cushing's syndrome. 


Corticotropin (ACTH), chlorpromazine, and ami- 
nosalicylic acid have also been reported to cause glyco- 
suria (Medical Literature Abstracts, J. A. M. A. 
152:1488 [Aug. 8] 1953; Correspondence, _ ibid. 
162:1651 [Dec. 29] 1956). Additional reports on this 
subject are the following: “Occurrence of Pseudogly- 
cosuria in Patients Treated with Penicillin” (Corre- 
spondence, J. A. M. A. 133:715 [March 8] 1947); 
Neuberg: “Streptomycin as a Cause of False-Positive 
Benedict Reaction for Glycosuria” (Am. J. Clin. Path. 
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24:245, 1954); and Reubi and Wuethrich: “Glycosurie 
renale massive consecutive a l'ingestion de ferricyanure 
de potassium” (Acta clin. belg. 10:198, 1955). 

No complete list is available of all the drugs and 
chemicals that are known to be capable of producing 
an increased albuminuria in patients with chronic 
glomerulonephritis and in individuals with normal 
kidneys. Nor is there information permitting comment 
on the possibility that there are agents capable of 
causing an increased albuminuria only in the presence 
of chronic glomerulonephritis and not in patients with 
normal kidneys. Cantarow and Trumper (cited above ) 
state: 

Drugs which cause renal irritation may give rise to al- 
buminuria. Among these are turpentine, cantharides, phos- 
phorus, arsenic, mercury, quinine, copaiba, salicylic acid, 
phenol, bismuth, lead, ether, chloroform, chromates, oxalates, 
zinc, opiates, apiol, sandalwood oil, lysol, naphthols, radium, 
squill, barbiturates, and sulfonamides. In the majority of in- 
stances the renal lesion is largely degenerative in nature 
(nephrosis ). 

In his brief discussion of diuretic volatile oils, Soll- 
mann (Manual of Pharmacology, Philadelphia, W. B. 
Saunders Company, 1948) states: “Volatile oils tend 
to increase the urine flow by irritating the kidneys. 
Larger doses produce nephritis and anuria. Turpentine 
and juniper oil were used as diuretics, but the possi- 
bility of harmful irritation has restricted their em- 
ployment.” 


CONSTANT PERSPIRATION OF THE HANDS 


To Tue Eprror:—A young woman complains of wet 
and perspiring hands. This condition is present con- 
tinually but is intensified when she has an appoint- 
ment to go out or has something to aggravate her 
mind. She states this condition has been present as 
long as she can remember back into her childhood. 
She has received various treatments from physicians 
in different cities without any startling results. 
Among these treatments have been antihistamines, 
application of cold quartz lamp, and injections of 
various sorts. She has been given a diagnosis of a 
nervous condition. Results of the examination are 
essential'y negative, with the exception of wet 
hands. She is much embarrassed when it is neces- 
sary for her to shake hands with strangers. Can you 
suggest any line of therapy which would remedy 
this condition? 

Reuben H. Pearlman, M.D., Pittsburgh. 


Answer.—The problem may be approached from 
the standpoint of etiology (psychosomatic influences ) 
or treatment of manifestations (anhidrotics). The 
simplest and probably most effective procedure is 
roentgen-ray therapy, assuming that the patient has 
not received such treatment previously. There are 
many techniques, but 75 r given once a week for six 
weeks with factors producing a beam with a half-value 
layer of about 4.5 to 5.0 mm. of aluminum would be 
adequate. After this, six more treatments could be 
administered at biweekly intervals. Locally, aluminum 
chloride (10% to 25% in creams or lotions) or 1% to 
3% formaldehyde could be applied. Pro-Banthine, in 
oral doses of 15 mg., or Prantal, 100 mg., administered 
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from two to eight times per day, is effective in some 
instances. Tranquilizing agents (such as rauwolfia ¢ 
meprobamate ) are indicated. Superficial psychothers. 
py aids some of these patients by reducing tension 
and teaching the individual to live with his problem; 
If all else fails, to paraphrase Marie Antoinette, let he 
wear gloves. 


ALLERGY TO ALCOHOL 


To THE Eprror:—A 51-year-old woman has a marke; 
tendency to overweight. At the age of 18 her bas 

_ metabolic rate was +-60%. Medical treatment for on 
year produced no benefit, and she then had a thy. 
roidectomy, with complete relief. After childbirtl 
(22 years ago) her weight went to 190 lb. (86.2 kg. 
A hysterectomy was performed at age 37. The pu 
tient took thyroid, 1 grain (60 mg.), daily and diete 
her weight down to 145 bb. (65.8 kg.), with a normal 
basal metabolic rate. Ten years ago, after using 
walnut stain for two days in a well-ventilated area 
she developed severe pain across the diaphragm, ab- 
dominal distention, and anuria, lasting four day 
and received only symptomatic treatment. Five year 
ago she first noted an abnormally small amount of 
urine the day after taking two or three highballs 
This symptom has increased, and for the past thre 
years she has noted edema for two or three days after 
drinking, there being a weight increase of 3 to 6 lb 
(1.3 to 2.7 kg.), which takes three days to disappea 
Edema is most marked in face, lins, and sometimes 
in mouth. If any spirits are taken on two successivi 
nights, the weight increase will amount to 9 lb 
(4.1 kg.), and there is considerable hoarseness. Thi 
sumptoms are completely dependent on the quantity 
of alcohol. The tyve of spirits makes no difference 
In the past year salty foods, such as ham or fish, als 
cause edema. The only positive finding is a pyelo- 
gram showing bilateral double kidneys with fow 
ureters, all functioning. Please make suggestions for 
diagnosis and therapy. M.D., California. 


This inquiry has been referred to two consultants. 
whose resvective replies follow.—Eb. 


AnswerR.—The symptoms and findings this patient 
presents are similar to those observed in many sensitiv- 
itv states. The prompt onset and the location of the 
edema in the face, lips, mouth, and larynx are typical 
findings cf angioneurotic edema. Generalized weight 
gain and oliguria may occur but are not common. 

Allergy to alcohol per se is quite rare; more likely is 
the possibility of sensitivity to a protein moiety con- 
tained in spirituous beverages. A determined effort 
should be made to incriminate the offending allergen. 
It is also possible that food or snacks taken in conjunc- 
tion with the alcohol may be at fault. A carefully de- 
tailed history, including a food diary, followed by 
sensitivity studies, are indicated. A therapeutic re- 
sponse to antihistaminics, epinephrine, or corticoste- 
roids would further corroborate the diagnosis. 


ANSWER.—The condition described bears the eat- 
marks of the so-called angioneurotic edema: sudden 
onset; predilection of the swelling for face, lips, mouth, 
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| SOme 
Ifia oE and larynx; marked fluid retention with oliguria dur- 


‘thera. [EE ing these episodes; and termination with polyuria. The 
nsion {il clear-cut relation to certain ingested substances is in- 
blem: ig dicative of the allergic type of angioneurotic edema. 
let hem Even though pure alcohol may not be allergenic, ex- 
perience has shown that intake of alcohol can precipi- 
tate reactions of sensitivity to other foodstuffs ( Ur- 
bach: Allergy, New York, Grune & Stratton, Inc., 1943, 
' pp. 378, 881). In guinea pigs allergy to certain pro- 
arke teins can be produced by the simultaneous adminis- 
basil of alcohol (ibid., p. 73). 


4 rh It is very unlikely that other etiological factors, renal, 
hy. endocrinic, or circulatory, play a role in the produc- 
rip tion of intermittent localized edema with fluid reten- 
* “© Bi tion in the reported case. Salted fish and ham have 
od 9 probably acted as allergenic proteins. Excessive sodium 
licted intake during the phase of acute fluid retention may, 
orm however, have accelerated and aggravated the proc- 
a ess. Inhalation of the solvent of walnut stain may (in 


this sensitive individual ) have had an effect similar to 
n, ab- MM alcohol ingestion. Such an episode of allergic edema 
days ME would explain the reported brief incident of anuria, 
Yea" RE followed by rapid complete recovery, better than 
int OME would “renal shut-down” due to chemical poisoning. 


= Alcoholic drinks should be omitted completely. Ex- 
(B® amination should include testing by standard methods 
- for food allergies. In case of recurrence of the syn- 
BS drome, the administration of a single dose of corticos- 
pea'. RE teroid (e. g., 25 mg. of prednisone) could serve as a 
ime useful therapeutic test. It might produce prompt re- 
“on lief, with copious diuresis. 
= MEASUREMENT OF RADIATION HAZARDS 
once Wa 10 THE Eprror:—What might the radiation hazard be 
als to the occupants of an office situated directly be- 
yelo neath (one floor below) another office in which a 


four fluoroscope and an x-ray machine are used? Where 
can one secure film badges or other means to de- 


S for 

‘a termine how much radiation is being received in 
an office area? M.D., Ohio. 

ants, 


Answer.—If conventional diagnostic x-ray equip- 
ment is used in a room with concrete floors, the 
tient ff radiation hazard to the occupants in the room below 
itiv- HM is likely to be inappreciable. However, a radiation 
_the M@ protection survey should be carried on to assure that 
vical MH the degree of protection is adequate and meets the 
ight J recommendations of the National Committee on Radi- 
ation Protection (NCRP) or the requirements of 
ly is any state or local radiation protection codes. The 
Tecommendations of the NCRP are published in a 
Fort series of handbooks by the National Bureau of Stand- 
ven. fae tds. In the absence of any specific local codes, it 
inc- fag WOuld be advisable to meet the standards set forth 
de- faa (2 NBS Handbook 60 (X-Ray Protection; price, 20 
by fa cents) and NBS Handbook 61 (Regulation of Radia- 
tion Exposure by Legislative Means; price, 25 cents). 
These may be obtained from the Superintendent of 
Documents, Washington 25, D. C. 

Kadiation film badges may be obtained from any 
‘al- Hof a number of commercial suppliers. See, for ex- 
en HP ample, the Buyer's Guide in the November issue of 
ith, Nucleonics. However, rather than obtain the badges 
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oneself, it might be better to obtain the services of a 
radiologic physicist, certified by the American Board 
of Radiology, to inspect the x-ray installation and to 
advise on all aspects of radiation safety in the opera- 
tion of the equipment. He may find, for example, 
that, although there is sufficient shielding in the floor 
t protect occupants in the rooms below, the physician 
himself is receiving unnecessary amounts of scattered 
radiation from the flu,roscope, owing to such factors 
as insufficient shielding or defective shutters or in- 
adequate amount of aluminum filters. 


TREATMENT OF GIARDIA LAMBLIA 


To THE Eprror:—A patient with Giardia lamblia in- 
fection has been treated with two courses of Ata- 
brine, 1.5 grains (0.1 Gm.), three times a day for 
seven days. She continues to have vague abdominal 
symptoms and shows cysts on stool examination. 
Are larger doses of Atabrine indicated, or should 
one try some of the other drugs used in amebic 
dysentery? 

Michael G. Frich, M.D., Corpus Christi, Texas. 


This inquiry has been referred to two consultants, 
whose respective replies follow.—Eb. 


ANSWER.—If repeated courses of Atabrine fail in 
the treatment of Giardia lamblia infection, Acranil, a 
hydrochlorate of an acridine compound, can be used 
as an efficient and nontoxic substitute for Atabrine. 
The dose of Acrani] ranges from one-half tablet a day 
(each tablet contains 0.5 Gm. or 7.5 grains) for chil- 
dren under 2 years of age to three tablets a day for 
patients over 10 years of age. A four-to-five-day course 
of treatment is usually sufficient to produce a cure. 


ANswerR.—Atabrine is the drug of choice for the 
therapy of giardiasis, and a high percentage of pa- 
tients are apparently cured with one course, especially 
when their stools are examined soon after the com- 
pletion of treatment. However, when patients are 
examined several months after treatment, a number 
will be found to be still infected. This relapse indi- 
cates that the patient was not completely cured, al- 
though it is possible that a reinfection has occurred. 
Re-treatment with Atabrine will cure some of these 
resistant infections. The use of uncoated Atabrine 
tablets is recommended rather than the coated ones, 
as it is possible that the latter may not completely 
disintegrate and be thoroughly distributed in the 
duodenal contents, the habitat of Giardia lamblia. 
The dosage employed for an adult is 100 mg. (1.5 
grains ) three times a day for five to seven days. It is 
questionable whether increased daily dosage would 
be of sufficient value to compensate for the added 
possibility of side-reactions. Increasing the length of 
the course of therapy to 10 days might be effective in 
resistant infections. Giardia may invade the gallblad- 
der, and this site of infection may be responsible for 
the failure to cure an occasional patient. 

Chloroquine (Aralen) phosphate, Diodoquin, 
chiniofon, carbarsone, and other amebicidal com- 
pounds have been tried in Giardia infections, and of 
the group the former appears to be most effective, 
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though probably not equal to Atabrine. For an adult 
the following dosage of chloroquine is suggested: 
First day, 1 Gm., and 0.5 Gm. daily for the succeeding 
four to six days. 


EDEMA OF THE EYELIDS 


To tHE Evrror:—Please explain the mechanism of 
“edema of the eyelids.” A 48-year-old man, in charge 
of a meat department in a grocery store, awoke one 
morning last July with edema of the unper and 
lower ruelids. At the end of a week the lower lids 
returned to normal, but the upper lids have contin- 
ued to be edematous. The only important item in 
the history was a perforated diverticulum, with large 
abscess formation, followed several months later by 
resection of the sigmoid and end-to-end anastomosis, 
with good results. This was in 1952. The patient 
wears glasses for reading. The fundi are normal for 
the patient’s age; sinuses, clear; ear, nose, and throat, 
normal; no palpable lymph nodes; and _ physical 
examination, essentially normal. The patient wears 
upper and lower dentures. X-rays of chest, gall- 
bladder, and the entire gostrointestinal tract are 
negative except for some narrowing at the site of 
the sigmoid resection; an electrocardiogram is nega- 
tive; urinalysis is negative; stool examination is 
negative for occult blood and parasites; and stool 
culture shows normal bacterial flora. The nonprotein 
nitrogen level is 35 mg. per 100 cc.; blood pressure 
is 120/80 mm. Hg; and temperature is 98.6 F (37 C). 
The only variation from normal in the complete 
blood cell count is a leukocyte count of 16,500, with 
eosinophils, 2%; stab forms, 17%; segmented cells, 
62%; lymphocytes, 17%; and monocytes, 2%. It was 
thought that this eyelid edema represented an al- 
lergy, but it did not respond to antihistamines. No 
other treatment has been tried, since a diagnosis has 
not been made. Please offer possible diagnoses. 


M.D., Virginia. 


This inquiry has been referred to two consultants, 
whose respective replies follow.—Eb. 


Answer.—From the description supplied, it is diffi- 
cult to say whether this patient has angioneurotic 
edema of the eyelids or whether the edema is on some 
other basis. Usually angioneurotic edema is more 
localized and not symmetrical or persistent in the 
same area. There should be eosinophilia as well as 
some of the other stigmas of allergy. If allergic, the 
patient should respond to antihistamines and steroid 
therapy. In that event a proper allergic survey should 
help determine the cause. 


ANSWER.—A 10% increase in the interstitial fluid will 
produce edema of the lids, which is especially fre- 
quent, owing to their loose tissue content and elastic 
skin. As the arterial blood enters the capillary bed, the 
interstitial fluid or lymph will be increased by (1) 
capillary dilatation or increased permeability, in- 
flammatory, allergic, or degenerative, or (2) blood 
changes, such as increased osmotic pressure and sodi- 
um content, as well as decreased colloidal and potas- 
sium content. Increased interstitial fluid can leave the 
lid only through the capillary or lymphatic systems; 
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therefore, any local or general biological-chemical. 
physical impediment will retard the disappearance oj 
the edemas, as in most cardiac or renal edemas. 
Depending on the liquid and cellular content of the 
interstitial fluid, edemas are classified as inflammaton 
degenerative, and mixed. In the case mentioned the 
white blood cell count (total and differential counts 
suggests an inflammatory-degenerative reaction. 


TREATMENT OF DECUBITUS ULCERS 


To THE Eprror:—Please supply information on th 
latest treatment for decubitus ulcers (bedsores). 


J. O. Helm, M.D., New Florence, Mo. 


ANsweER.—Before applying the treatment for decu- 
bitus ulcers, one should be well versed in the known 
basic facts. Especially to be noted is the role of good 
nursing care, which includes (1) frequent changing 
of the position of the patient, (2) keeping bed linens 
free from wrinkles and folds, (3) keeping beds fre: 
from all foreign particles, even though small, and 
(4) keeping the patient’s skin dry and clean. Other 
essential measures include frequent sponging of the 
skin in hot weather, liberal use of such preparations as 
Dermassage and alcohol with 0.25% borax, and liberal 
use of dusting powders. The second important point 
is to recognize the early signs and symptoms of a 
beginning decubitus ulcer. The stages are as follows: 
threatened stage, with local redness that disappears 
on pressure; inevitable stage, with local cyanosis, 
permanent indurations, and sometimes vesiculation; 
and ulcer stage, with tissue necrosis, which may in- 
clude subcutaneous tissues, fascia, muscle, and some- 
times bone. Local infection is usually present. 

Treatment in the first two stages consists of gentle 
massage with skin protection; in the third stage, treat- 
ment should include improved nutrition, with high- 
protein diet, including amino acids, administered 
orally or intravenously, high-vitamin content, and high 
calories, and the administration of Nilevar for in- 
creased protein assimilation. Local enzymatic débride- 
ment of the necrosing tissues can be done by use of 
such agents as Tryptar, streptokinase-streptodornase, 
chymotrypsin, papain, or sterile Gelfoam. 


COLOSTOMY VERSUS CECOSTOMY 


To tHE Eprror:—Is there divided opinion as to the 
performance of a diverting colostomy or cecostomy 
at the time a resection and anastomosis is done for 
a carcinoma of the descending colon? If one of these 
procedures is done, which gives the better results? 
Is it good surgery to drain at the site of colonic 
anastomosis when there is no diverting of the fecal 


stream? —_ Thomas W. Kredel, M.D., Indiana, Pa. 


This inquiry has been referred to two consultants, 
whose respective replies follow.—Eb. 


ANSWER.—The advantage of a proximal transverse 
colon colostomy at the time of resection and anastomo- 
sis of the descending colon is that it takes gas pressure 
away from the anastomosis and therefore lessens the 
hazard of leakage at the anastomotic site. Transverse 
colon colostomy seems to yield better results, as it is 
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easier to mobilize. When there is no diverting of the 
fecal stream, it is not good surgery to drain at the site 
of colonic anastomosis unless gross contamination 
exists. 


ANSWER.—The performance of a diverting colostomy 
or cecostomy at the time a resection and anastomosis 
is done for a carcinoma of the descending colon should 
only be utilized in a patient who cannot be properly 
prepared with antibiotics preoperatively and in a pa- 
tient in whom, as a result of obstruction, there is 
marked disproportion between the proximal and distal 
segments of colon utilized for anastomosis; in other 
words, diversion of the fecal stream is usually unneces- 
sary in a properly prepared patient. A colostomy af- 
fords adequate safety and can be controlled with less 
difficulty than a cecostomy because the stools are 
“firmer.” Drainage at the site of colon anastomosis, 
when there is no diversion of the fecal stream, is now 
only used in low-lying lesions where the anastomosis 
is made in the pelvis below the peritoneal reflection. 
This type of drainage consists of a stab wound be- 
tween the tip of the coccyx and the anus through 
which a few Penrose drains seem to serve as well as, or 
even better than, any fancy tubes. To sum up, it is 
impossible to make any dogmatic statements, because 
the decision would vary with the type of lesion, the 
presence or absence of obstruction, and the possibili- 
ties of properly preparing the patient. 


CENTRAL NERVOUS SYSTEM PAIN 


To THE Eprror:—A 70-year-old woman has hemiplegia 
on the right. She is able to walk alone and to 
use her arm, but she constantly complains of pain in 
the face, arm, abdomen, and leg, all on the right 
side. Neurologists call it “central nervous system 
thalamic pain.” She has not been able to adjust to 
the pain. She becomes hysterical at times and is 
gradually becoming psychotic. None of the new 
tranquilizers seem to help. Is there any neurosurgical 
procedure on the brain, such as a lobotomy or the 
severance of any nerves, that would help this type 


of painP Harold L. Bock, M.D., Stronghurst, Ill. 


This inquiry has been referred to two consultants, 
whose respective replies follow.—Eb. 


Answer.—A prefrontal lobotomy may be considered 
in this patient. The patient and family should be ad- 
vised of the possible personality changes which may 
occur. There is unfortunately no means of producing a 
sensory denervation of this large painful area, and one 
could not be certain that peripheral operations would 
alleviate a pain which has a central origin. 


ANswerR.—The neurosurgical treatment of the thal- 
amic syndrome has been attempted by various proce- 
dures: (1) prefrontal lobotomy; (2) selective frontal 
lobotomy; (3) stereothalamotomy; (4) mesencephalot- 
omy; and (5) removal of cortex of postcentral gyrus. 

Prefrontal lobotomy may temporarily reduce the 
awareness of the pain. It has the disadvantage of not 
infrequently producing mental deficit and convulsions. 
It is not a preferred method when expectancy of life 
is indefinite. Selective frontal lobotomy has about the 
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same advantages as the classical lobotomy and fewer, 
if any, of the disadvantages. Stereothalamotomy and 
mesencephalotomy have been reported to give relief 
from the pain for a few months. The latter is to be 
avoided because it may give rise to painful dysesthesia. 
The removal of the sensory cortex has not been found 
to contribute to the comfort of these patients. 

Taken as a whole, the results of the above proce- 
dures are not impressive. One cannot predict the de- 
gree or the duration of relief from pain or the psychic 
reaction to it. Even in the best reports, the tendency is 
for the clinical symptoms to reappear in a few weeks 
to a few months. Of the above procedures, the prefer- 
ence should be given to stereothalamotomy or selec- 
tive frontal lobotomy. They should not be contem- 
plated until one is convinced that the possibility of 
medical therapy has been exhausted. 

Chlorpromazine given in very high doses (up to 
1,500 mg. daily) under carefully controlled conditions, 
either orally or parenterally, should be given a thor- 
ough trial before a method of desperation is used. 


NONUNITED FRACTURE OF FEMUR 


To THE Eprror:—A 72-year-old woman, affected with 
chronic osteoarthritis of the spine, had stage 3 
cervical cancer treated in 1952 with radium and 
radiotherapy. As after-effects there were pelvic 
fibrosis, marked anemia, enteritis, and a poor gen- 
eral condition. In 1954, after a fall out of a chair, 
the patient had a bilateral fracture of the neck of 
the femur, impacted in the left side and with devia- 
tion in the right side. It was decided she could not 
stand surgery, and she was put to bed for six 
months. There is now consolidation, with good 
functional result of the left side, but the right side 
has deviation of the fragments and external rota- 
tion of the leg, with shortening of 3 cm., compara- 
tively to the left. Her general condition has im- 
proved with antianemic treatment. She is now able 
to walk, with pain and difficulty, for short distances, 
about 100 yd., with the use of a support. She also 
has frequent painful episodes of muscular spasms 
of the right leg. Recent x-ray examination demon- 
strated osteoporosis, fair consolidation of the im- 
pacted left fracture, but complete separation of the 
right head of the femur, with external rotation and 
elevation of the right shaft. It has been recom- 
mended that there be removal of the head of femur 
and implantation of an artificial head made of 
Vitallium. Is this a usual procedure? What are the 
chances for a fair functional result? Is there any 
effective symptomatic treatment for the relief of 
pain and spasm? 

Carlos A. Recio, M.D., Danville, Pa. 


This inquiry has been referred to two consultants, 
whose respective replies follow.—Eb. 


ANswER.—The question of prosthetic replacement 
for a nonunited fracture of the head of the femur is 
a very good one. Certainly in a woman of 72 the 
indication would be fairly good for this type of pro- 
cedure. The head is dead, the bone is osteoporotic, 
and replacement of this dead head with a Vitallium 
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or similar prosthesis would, in this case, be indicated. 
The chances for a fair functional result will depend 
upon several factors. One factor is whether the pros- 
thesis can be properly inserted without fracturing 
the osteoporotic bone. The second factor is the muscle 
supply about the hip of this patient. The third factor 
is her will or desire to get up and use such a pros- 
thesis. As to symptomatic relief of pain and spasm, 
most of the time in a fractured hip such as this, with 
upward and outward displacement, the pain is chiefly 
in the obturator area, extending from the hip down 
the medial side to the knee, and frequently an intra- 
pelvic extraperitoneal obturator neurectomy decreases 
the patient’s pain considerably and would be worth 
considering. 


ANswer.—A group of cases of fracture of the neck 
of the femur after radiation treatment for cancer of 
the cervix uteri has been collected at the New York 
Orthopaedic Hospital, and they follow an interesting 
pattern. Often the onset of the actual fracture is pre- 
ceded for some time by pain. The fractures usually 
heal quite readily, especially the impacted ones, as 
in the case mentioned. In regard to treatment of the 
right hip, in which the fracture is nonunited and the 
fragments displaced, the best treatment would be 
removal of the femoral head and insertion of a pros- 
thesis. This has been done in a number of cases of 
nonunited fracture of the neck of the femur with good 
results, and there is no reason why it should not be 
applied in this case. It certainly would be preferable 
to an attempt to reduce and obtain union of the 
fracture at this time. 


CONTROL OF BLEEDING TENDENCIES 


To THE Eprror:—Has something new been developed 
which is said to be superior to vitamin K for use in 
control of bleeding tendencies? 


M.D., California. 


This inquiry has been referred to two consultants, 
whose respective replies follow.—Eb. 


ANSWER.—The query cannot be adequately an- 
swered, since it does not make clear what type of 
bleeding tendency is in need of control. Nothing has 
been found so far which is superior to vitamin K for 
the control of bleeding if the bleeding is due to a 
hypoprothrombinemia. On the other hand, vitamin K 
is useless for the treatment of any bleeding or bleeding 
tendency in which the prothrombin is unaffected. 


Answer.—It should be emphasized that, in order 
to treat “bleeding tendencies” on a rational basis, it 
is of the utmost importance to try to establish precisely 
the nature of the disturbance underlying the bleeding 
tendency. Thus, the hemorrhagic disease may be due 
to deficiency of platelets, of antihemophilic factor 
(hemophilia), of plasma thromboplastin component 
(PTC deficiency ), of accelerator globulin ( parahemo- 
philia), of fibrinogen (afibrinogenemia), of circulat- 
ing anticoagulants (hemophiloid disease), of pro- 
thrombin (hypoprothrombinemia ), or of proconvertin 
(hypoproconvertinemia or serum prothrombin con- 
version accelerator deficiency ). These are only some 
of the hemorrhagic disorders associated with disturb- 
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ances of the clotting mechanism. There are othe 
bleeding disturbances which are referable only ty 
vascular abnormalities, such as scurvy. In only the 
last two of the clotting defects, namely, hypopro. 
thrombinemia and hypoproconvertinemia, is vitamin 
K useful, and in these conditions the natural vitamin, 
namely, vitamin K,, is superior to the water-soluble 
derivatives in that it corrects the deficiency of pro- 
thrombin or proconvertin more rapidly. Within a fey 
hours after administration of vitamin K,, orally o 
parenterally, a rise in prothrombin and proconvertin 
frequently becomes evident. Control of bleeding due 
to other abnormalities requires correction of the spe. 
cific underlying defect in each instance. 


STEROID-INDUCED HEMORRHAGE 


To tHE Eprtor:—In connection with the problem of 
steroid-induced hemorrhage, what systems hav 
been reported as involved and with what percent. 
age of incidence? This is in reference to a patient 
who had been receiving a fortified steroid-buffered 
aspirin preparation on a long-term basis. A drug 
rash occurred during arthritis therapy, and an addi- 
tional steroid was prescribed, probably predni- 
solone. The impression is that overdosage wa: 
involved. After a short period of acute mental agi- 
tation, signs of a cerebrovascular accident appeared. 


M.D., Missouri. 


AnswerR.—A hemorrhagic tendency may follow the 
administration of either adrenocorticoid hormones or 
salicylates. The fact that both agents were used in this 
patient would render the probability of such hemor- 
rhage occurring more likely than if only one of the two 
drugs were used. Large doses of salicylate may result 
in varying degrees of hypoprothrombinemia, with a 
resultant hemorrhagic tendency; patients dying of sali- 
cylate poisoning often are found to have hemorrhages 
in the brain at autopsy. A single dose of corticotropin 
(ACTH) or the adrenocorticoid hormones may pro- 
long the clotting time appreciably within a few hours 
and result in a hemorrhagic tendency. On the other 
hand, a thromboembolic phenomenon, as well as 
thrombosis of various blood vessels, has also been 
observed in patients on long-term adrenal hormone 
therapy. There is thus no consistent change in the 
mechanism of blood coagulation induced by these 
drugs, and one cannot anticipate the results to be 
encountered in a given patient. The skin, lungs, coro- 
nary vessels, brain, and deep and superficial vessels 
of the legs, as well as other vascular areas, have been 
reported involved in hemorrhage or thrombosis after 
hormone therapy, but the incidence of these compli- 
cations apparently is not great. 


CORRECTION 

Intractable Itching.—In the Query and Minor Note en- 
titled “Intractable Itching,” in the June 15 issue of THE 
JourNnAL, page 830, the first sentence of the answet 
should have read: “The intravenous administration of 
500 cc. of 0.1% procaine solution (prepared by mixing 
ce. of a 20% procaine solution in 1,000 cc. of isotonic 
sodium chloride) given one or two times daily may 
alleviate the itching.” 
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